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Proceedings of the Royal Society of Medicine 


ROYAL SOCIETY OF MEDICINE 





150th Anniversary Dinner 





EARLY one thousand Fellows of the Society, with their guests, were 

present at the 150th Anniversary Dinner of the Royal Society of 

Medicine held at the Dorchester on June 7. The principal guest was 
H.R.H. The Duke of Edinburgh, K.G., K.T., who was presented with a 
diploma of Honorary Fellowship of the Society and with a specially bound 
copy of the commemorative volume written for the occasion by Dr. Maurice 
Davidson, D.M., F.R.C.P.4 


Sir William Gilliatt, the President, was in the Chair. In welcoming His Roya* 
Highness and in presenting the diploma, the President spoke of the Duke of 
Edinburgh’s great interest in the welfare of young people and of his encourage- 
ment of scientific achievement in the field of pure science, in industrial 
development and in the fighting services. The President recalled the Society’s 
long connexion with the Royal Family, from the time when H.M. King 
William IV became Patron; and he expressed the delight of the Fellows that 
H.M. The Queen had graciously consented to honour the Society by becoming 
its Patron in 1952 and His Royal Highness by accepting Honorary Fellowship 
of the Society on its 150th anniversary. The President then spoke of the 
privileges enjoyed by all Fellows and of the services provided by the Society, 
and he said that, in spite of the generosity of the Wellcome Trust, rising costs 
were seriously threatening the future of the Society. He hoped, however, that 
the generosity of friends and the loyalty of Fellows would enable the Society 
to place its finances in an impregnable position. 


The Duke of Edinburgh, proposing the toast of the Society, spoke of the 
great honour that he felt in being made an Honorary Fellow. He said that 
he had the greatest admiration for the medical profession; he believed that the 
whole essence of medicine lay in the personal relationship between doctor 
and patient, and he remarked that the President “had been very helpful to 
his own family”. He went on to compare conditions to-day with those of 
150 years ago and he said that, in spite of the perils of these latter days— 

ikes and the hydrogen bomb—he himself would prefer to live in them so long 

he could be looked after by the kind and brilliant men at dinner to-night. 

Repiying for the Society and thanking His Royal Highness for his gracious 
nd generous speech, Sir Francis Walshe spoke of the enormous task fulfilled 

the Society, especially in maintaining the greatest medical library in the 
Old World, a library vital to medical research and to the medical services of 
the country. He told the company of an approach made to Her Majesty’s 
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Government with a scheme which, were it implemented, would both increase 
its usefulness and ensure its development. 


Sir Arthur Porritt proposed the health of “The Guests”. He said that the 
Society was honoured by the presence of three Ministers of the Crown 


Lord Salisbury, Lord President of the Council, Lord Woolton, Chancellor of 


the Duchy of Lancaster, and Dr. Charles Hill, Postmaster-General. Among 
other distinguished guests, far too numerous to name, were the heads of 
government departments, the representatives of the Royal Colleges, Universi- 
ties and other academic bodies, and the Presidents or their deputies of kindred 
societies. The Society was particularly pleased to welcome the representatives 
of some of the industrial concerns which had contributed generously to the 
General Endowment Fund, and the President and Secretary of the Association 
of British Pharmaceutical Industry. Sir Arthur mentioned one absent guest— 
Sir Henry Dale, a former President and a great friend of the Society. 


In his reply, The Marquess of Salisbury said that his official position had 
given him an insight into the conduct of medical research and he was impressed 
by the lead which the curers had established over the killers and by the mighty 
conquests of medicine in every land. Speaking of the Society’s affairs, Lord 
Salisbury said that he personally would do all that was in his power to help the 
Society out of its present difficulties. 


Lord Adrian, an Honorary Fellow of the Society and President of the Royal 
Society, also replied. He spoke of the changes that had taken place in the 
Society’s House since it was opened in 1912. He went on to say that although 
there would probably be no sudden and dramatic effect on the medical services 
of the country, if, by some great calamity, the Society were to disappear, the 
ultimate loss would be immeasurable; for the Society was a vital organ in 
British medicine, the acknowledged meeting place for experts in all branches 
of medicine to discuss their findings. 
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Section of Proctology 
President—E. G. Murr, M.S., F.R.C.S. 
[January 12, 1955] 


The following Cases and Specimens were shown: 

Ulcerative Colitis Misdiagnosed as a Tuberculous Proctitis—Mr. F. Austin HENLEY. 

(1) Carcinoma of Ascending Colon with Chronic Ulcerative Colitis. (2) Carcinoma of 
Transverse Colon with Chronic Ulcerative Colitis. (3) Carcinoma of Rectum with 
Chronic Ulcerative Colitis—Mr. E. C. B. BUTLER. 

(1) Carcinoma of Transverse Colon with Chronic Ulcerative Colitis. (2) Carcinoma of Rectum 
with Chronic Ulcerative Col'tis—Mr. STANLEY AYLETT. 

Anaplastic Rectal Carcinoma: Difficulties in Diagnosis.—Dr. CUTHBERT DUKES. 

Rectum with Three Primaries.—Mr. H. J. McCurrRIcu. 

Malignant Melanoma (Small Anal Polyp).—Mr. M. R. EwIna. 

Descending and Pelvic Colon Excised for Pneumatosis Intestinalis.—Mr. G. J. GRIFFITHS. 

Paraftinoma of the Rectum and Anal Canal.—Dr. H. J. Harris (for Mr. R. H. GARDINER). 

Paraftinoma of the Rectum.—Dr. ROGER PROTHEROE (for Mr. Eric CROOK). 

Familial Polyposis with Some Unusual Features.—Mr. H. E. LoCKHART-MUMMERY. 

Ano-rectal Tumour.—Dr. GEORGE Lumps (for Mr. LAWRENCE ABEL). 

Ano-rectal Tumour.—Dr. GEorGE Lumps (for Mr. R. W. RAVEN). 


[February 16, 1955] 


The Diagnosis of Amebic Colitis 
By J. A. Ltoyp Davies, M.B., B.S., F.R.C.S. 
West London Hospital 


IN chronic ameebiasis of the colon both symptomatology and clinical findings may be 
misleading. Particularly is this so in temperate zones of the world, where diarrhoea may not 
be a feature of infection of the large bowel with Entameba histolytica. In fact, in a review 
of the symptoms of 700 patients in the Western States of America with proven ameebiasis, 
Boyers (1933) found that only 39% of the series had bowel complaints. 

In this country recent interest in the disease has been stimulated by its prevalence among 
patients who, during the war, lived in areas where ameebiasis is endemic. In such chronic 
cases, where there may be no typical clinical picture, the discovery of entamcebe in the stools 
may not be easy, although perhaps the serological methods adopted by Goldman (1953) may 
be of assistance. Additionally, the latency of the disease, whether it has been contracted in 
this country or abroad, may be such that its presence is not suspected, for there are often 
long periods of freedom from symptoms. Furthermore, the infection is often limited to the 
cecum and ascending colon, and sigmoidoscopy in these cases may show a normal rectum 
and sigmoid. Clark (1925) found that out of a series of 186, amcebic ulceration was limited 
to the cecum, ascending colon and appendix in 33 (17%). Even higher figures were given 
by D'Antoni (1942) who found lesions in the sigmoid colon and rectum in only 28-1% out 
of a series of 249 autopsies in this condition, while ameebic lesions were present in the cecum, 


ascending colon, and appendix in 67-8°% of cases. Thus when sigmoidoscopy shows no 
evidence of ameebic ulceration in the rectum or sigmoid, it may be unwise to assume that the 
disease does not lurk in more remote parts of the large bowel. 

Previous reports on the value of radiological appearances of the large gut in the diagnosis 


of ameebiasis have not been conclusive. Vallarino (1925) described filling defects in the 
bowel. particularly in the caecum, which he also found to be affected most often. Golden 
and Ducharme (1945) demonstrated deformity of the caecum when this area was visualized 
after: barium meal. Samuel (1948) showed that in ameebiasis there was sometimes a shaggy 
outliiec to the cecum. The frequency of radiological changes in the large bowel in ameebic 
colitis has been put at 32° by Nicholson and De Dominics (1947). 

At the West London Hospital localized radiological changes in the colon have been 
demonstrated by barium enema in proven cases of ameebiasis. These abnormal appearances 
have been found chiefly in the cacum and ascending colon, although at times they have 
been »resent in the sigmoid colon; this agrees with past published autopsy evidence. In 


addit'on, in some patients where the diagnosis of ameebic colitis has been considered but 
hot proved by stool examination or sigmoidoscopy, barium enemata have shown localized 
changes similar to those found in proven ameebiasis of the colon. In both groups treatment 
with ameebicidal drugs has resulted in marked radiological improvement in the bowel 
appearance or its return to normal. 
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The four following case reports may be considered typical: 


Case I—Male, aged 46. First seen in surgical outpatients on 7.7.51, complaining of intermittent 
abdominal pain for a fortnight and a lump in the right side of the abdomen which he had felt for 
a week. He had lost a considerable amount of weight in the previous six months and had feit off 
colour, but his bowels had been regular with one or two formed stools a day. He had served in the 
Army in Egypt from 1940 to 1944, but had had no tropical disease or dysentery, although he had 
suffered from occasional diarrhoea. The only abnormality discoverable on clinical examination 
was a large, well-defined, tender, hard, and firmly fixed mass in the right iliac fossa. The mass was 
thought to be a carcinoma of the cecum or ascending colon and he was admitted to hospital one 
week later. On admission he was afebrile and remained so, and had a white blood cell count of 
6,000 per c.mm. In the few days that had elapsed before his admission, the swelling in the right 
iliac fossa had become much smaller. A barium enema on 17.7.51 showed the mass to be in the 
mid-part of the ascending colon (Fig. 1). It varied from being palpable with ease to being felt with 
difficulty depending on the tone of the bowel. The lateral wall of the mid-part of the ascending 
colon was irregular and this area coincided with the mass. The outline of the whole of the cecum 
and of the ascending colon appeared shaggy. The rest of the large bowel was normal (Fig. 2). The 
condition was now thought to be inflammatory rather than neoplastic, and the possibility of a 








Fic. 2 (Case I). 





Fic. 1 (Case I). 





















Fic. 1 (Case I).—Before treatment—the shaggy 
outline of the cecum and ascending colon is 
seen, together with irregularity of the mid-part 
of the ascending colon. 


_ Fic. 2 (Case I).—The rest of the large bowel 
is agen other than the cecum and ascending 
colon. 


Fic. 3 (Case I).—The outline of the cecum 
and ascending colon is normal after treatment. Fic. 3 (Case I). 
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therapeutic test with emetine was considered. However, three stool examinations showed no 
evidence of cysts or active amcebe and a sigmoidoscopy to 15 cm. was normal. By 21.7.51, that is, 
a fortnight after he had been first seen, the mass in the right iliac fossa had almost disappeared. 
A provisional diagnosis of ameebic colitis was considered and the patient kept under observation 
in outpatients. He regained weight, remained symptom free, and during the next month the mass 
resolved completely. However, barium enemata in October 1951 and May 1952 showed that the 
shaggy outline of the cecum and ascending colon was still present. He was readmitted to hospital, 
and in July 1952, after many negative examinations, cysts of Entameba histolytica were found in 
his stools. He was given emetine bismuth iodide 3 grains nightly by mouth for ten days and retention 
enemata daily of 24° chiniofon for ten days. Following this course of treatment no further cysts 
were found in his stools. He was then followed up as an outpatient. A barium enema in November 
1952 showed the cecum and ascending colon to be radiologically normal (Fig. 3). He remained 
well with no abnormal physical signs and a final barium enema in February 1954 was also normal. 


Case II.—Male, aged 38. Referred to surgical outpatients in October 1952 with a history of 
passing bright blood with his motions for the previous four months. His bowels were opened 
once a day with a loose stool, but he became constipated at times unless he took aperients. This 
slight abnormality of bowel behaviour had been present since he had had ameebic dysentery in 
Egypt in 1943, which had been treated with emetine injections at that time. He had had a severe 
attack of diarrhoea with blood and mucus in May 1952, but this had subsided after treatment with 
succinylsulphathiazole by his practitioner. Clinically he was well covered, not anemic and looked 
fit. There was a little tenderness on deep pressure in the right iliac fossa, but the abdomen was 
otherwise normal. Proctoscopy showed him to have bleeding second degree piles, but sigmoidoscopy 
was normal to 12-5 cm., liquid feces preventing a higher view. Stools contained no amcebe or cysts. 
A barium enema in November 1952 showed him to have the same shaggy outline of the cecum and 
ascending colon (Fig. 4) that had been seen in the first patient. The rest of the large bowel was 











Fic. 4 (Case II).—This barium enema Fic. 5 (Case II).—The barium enema 
fore treatment shows the shaggy irregu- after treatment shows a normal cecum 

outline of the cecum and ascending and ascending colon, but the small gut 

on, with terminal ileum adherent to remains adherent to the cecum. 

> cecum. 


norm i, but the terminal small gut was adherent to the cecum. These appearances were thought 
to be Cue to an ameebic infection and the patient was admitted to hospital. There, after four further 
attem is, cysts of Entameba histolytica were found in the stools. He was treated with bismuthoxy-p- 
N-g!y_olylarsanilate (Milibis) 0-5 gram by mouth three times daily for seven days. His stools 

formed and no ameebe could be demonstrated in them. The piles settled down with the cessation 
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of the loose stools and no treatment was required for them. A barium enema in February 1953 
showed a very considerable improvement, the outline of the cecum and of the ascending colon 
being now smooth and regular (Fig. 5). He r¢mained well until August 1953, when he had a recur- 
rence of loose irregular stools with mucus. A barium enema in August 1953 showed a return of the 
appearances shown in Fig. 4, the shaggy outline extending from the cecum to the transverse colon, 
After a further course of Milibis, 0-5 gram by mouth three times daily, and Terramycin 250 mg. 
by mouth six-hourly, both for ten days, he became symptom free. A further barium enema was 
refused. He was well when he was last seen in November 1953. 


Case I1].—Female, aged 29. Attended medical outpatients in May 1953 complaining of occasional 
attacks of diarrhoea with mucus and lower abdominal pain for the previous six years. She had 
lived in India, and in 1945 had had an attack of diarrhoea there which had been treated with castor 
oil. Her husband, in India with her, during 1946 had had ameebic dysentery. When she was admitted 





Fic. 6 (Case I/1).—The lower pole of Fic. 7 (Case III).—After treatment, the 


the cecum has a shaggy irregular outline irregularity of the ceca! wall has resolved, 
and is cone shaped. although the conical shape persists. 





to hospital in July 1953, she looked well and there 
were no abnormal! physical signs other than slight 
tenderness in the right iliac fossa. A sigmoidoscopy 
was normal to a distance of 17 5cm. Seven specimens 
of stools were examined and no amoebe or cysts were 
found despite a provocative injection of emetine | 
grain, and also after a saline purge. A barium enema 
in July 1953 showed the outline of the lower pole of 
the cacum to be shaggy and to have a cone-shaped 
appearance (Fig. 6). The rest of the large bowe! was 
normal. With her history ard these radiological 
appearances, her condition was thought to warrant a 
diagnosis of ameebic colitis strongly enough to justify 
anti-ameebic therapy. She was therefore given a 
course of Milibis, 0-5 gram by mouth, three times a 
day for seven days. Following this treatment her 
bowels became normal and she had had no further 
diarrhoea when she was last seen in November /953. 
A barium enema at this time (Fig. 7) showed the 
shaggy irregular outline of the bowel to have become 
smooth, but with persistence of the cone-siaped 
deformity. 


Case 1V.—Male, age 44. Attended medica’ out- 





patients with the history that, for twelve years ever 
since an attack of ameebic dysentery in North ica, 
he had had occasional bouts of nausea with «hing 





pain in the left side of the abdomen. These «1\2cks 

Fic. 8 (Case 1V).—The shaggy outline were not frequent, but were usually accompanied by 
of the cecum is shown particularly inthe a temperature and lasted for a day or two. iere 
outer wall. were also occasional bouts of diarrhoea in periods 
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of short duration, but his bowels were usually regular. His appetite was capricious and he 
stated that his abdomen had never really been right since he had had the dysentery. Clinically, 
the only abnormality to be found was tenderness in the right and left iliac fosse. He was 
admitted to hospital for investigation in April 1954. Five stools were examined and despite 
provocative emetine and purgation, no ameebe or cysts could be found in these specimens. 
Sigmoidoscopy showed the mucosa of the bowel to be pallid to a distance of 17-5 cm., with loss of the 
normal vascular markings. There was an excess of mucus present, but there was no ulceration. 
A barium enema demonstrated a shaggy irregularity in outline of the cecum and of the sigmoid 
colon. This irregularity, the extent of which in the cecum is seen in Fig. 8, resembled the findings in 
the previous 3 cases. With his past history and these X-ray findings it was felt that an ameebic 
colitis could not be excluded. He was given Milibis, 0-5 gram three times a day by mouth and 
Terramycin 250 mg. by mouth six-hourly, both drugs being given for seven days. A barium enema in 
May 1954 showed a very considerable improvement in the appearance of the cecum and of the 
sigmoid. The patient still complained of looseness of the stools at this time, but by June 1954 was 
symptom free. 


Review of the Clinical Findings 

It will be seen from references to the 4 case reports, that there were symptoms or signs 
referable to the gastro-intestinal tract in each. Nevertheless, although the formation of 
an ameebic granuloma in Case I produced symptoms severe enough to make the patient seek 
urgent medical advice, bowel dysfunction in general was not marked. In fact patients had 
accepted it without seeking medical help for periods of nine, six and twelve years respectively 
in the other 3 cases. Although diarrhoea may be infrequent, manifestations of toxic 
absorption from the affected bowel are not unusual. Thus, bouts of malaise with aching 
of the limbs, loss of appetite and a feeling of exhaustion are accompanied by abdominal 
uneasiness or discomfort. With occasional distension of the abdomen or colicky pain, a 
clinical picture presents which is immediately recognized by patients with this disease. The 
physical signs are often not marked for there may be no more than tenderness over the site 
of the pathological process. 


Review of the Radiological Findings 

The standard textbooks do not stress any distinguishing features between the radiological 
appearances of ameebic and non-ameebic colitis. Thus the radiological changes in the 
earliest stages of ameebic infection of the large bowel are usually accepted as being similar to 
those of a simple colitis, and the later to those of an ulcerative colitis in its various phases. 

From personal experience it is felt that the following aspects of the radiology of ameaebic 
colitis need emphasis, however, so that their significance from the diagnostic viewpoint may 
be fully appreciated: 

(1) The manifestations of ameebiasis of the colon are usually localized. The most 
common site is the region of the cecum and the ascending colon. The sigmoid colon 
comes next in order of frequency, but no other region of the large gut is exempt. General 
involvement of the colon and rectum is not common in temperate climates, for such wide- 
spread disease with marked symptomatology is rather a feature of the dysenteric form of 
the disease not often seen outside endemic areas. 

(2) The least advanced change radiologically demonstrated by barium enema is loss of 
definition of the mucosal outline of the large bowel. This loss of definition must not be 
lightly dismissed as being due to residual fzces following inadequate preparation and a 
repeat examination may resolve any doubts. 

(3) In more advanced cases, barium enema may demonstrate a shaggy irregular outline 
of the large gut wall. It is this appearance, well shown in Fig. 1, which should be regarded 
as being of cardinal importance in the diagnosis of ameebic colitis. 

(4) The late stage of the disease with fibrosis and distortion or stricture of the bowel as 
described by Golden and Ducharme (1945) is not often seen in this country, for these findings 
must be of an advanced state. However, the peculiar deformity of the lower pole of the 
cecum which they comment upon, was well shown in Fig. 6. This conical shape to the 
lower pole of the cecum is produced presumably by shortening and narrowing following 


fibr« Inflammation spreading to the serous surface of the large bowel may result in an 
adjacent viscus becoming adherent, as demonstrated in Fig. 4, where the ileum was so affected. 

(>) At times spasm of the musculature of the colon or filling defects may be present. 
It may not be easy to differentiate between a palpable mass of ameebic inflammatory tissue 


or amceboma, and a neoplasm, but, in general, this depends radiologically upon the extent 
of the lesion and the continuity and appearance of the mucosal folds. Some radiological 
aspec's of this problem have been discussed by Druckmann and Schorr (1945). 

(6) Xeturn of the bowel outline to normal follows adequate anti-ameebic therapy. This 
thera seulic test is clearly of the utmost importance both from the viewpoints of differential 
_ OSIS 2 doubtful cases and assessment of response to treatment in proven cases of 

me colitis. 
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It may well be concluded that many cases of this condition have been missed by uncue 
reliance on the classical stool and sigmoidoscopic findings. 

The value of barium enemata in demonstrating a shaggy outline in localized areas of the 
large bowel is felt to be such as to warrant the use of this investigation in all cases of suspected 
or proven ameebic colitis. It follows that such cases of localized colitis, and particularly 
those limited to the cecum and ascending colon, should under no circumstances be regarded 
as having a non-specific ztiology until the effect of anti-amcebic drugs has been tried. 


I wish to express my sincere thanks to Mr. Harold Burge and to Dr. Morton Gill for their 
permission to publish details of their cases and to Dr. H. W. A. Post whose interest in the 
radiology of ameebiasis has been of such assistance. 
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Right-sided Colitis 
By E. C. B. BuTLer, F.R.C.S. 


Durinc the past decade many writers have attempted to classify infections of the right 
colon in order that their pathology, symptomatology and treatment might be separated 
from those of true idiopathic ulcerative colitis. 

In 1947 Crohn, Garlock and Yarnis stated that right-sided colitis was responsible for about 
8% of colonic infections. In their view this disease differed from both regional ileitis and ordin- 
ary ulcerative colitis in its clinical course and the surgical treatment required. Brooke and 
others at Birmingham consider that the majority of these infections should be called ileo- 
colitis as they believe that the disease commences in the small intestine and then spreads 
distally to affect a variable amount of the large gut. In their view it is difficult, even at 
operation, to estimate the extent of small-bowel involvement and they are doubtful of the 
value of surgery in such cases because of the risk of recurrence in the remaining small 
intestine. 

Although such infections undoubtedly occur they do not, in my experience, form the 
bulk of cases of right-sided colitis. 

Apart from tuberculous infections I have met with the following types of infection of the 
right colon: (1) Spreading colitis with or without involvement of the small gut which histo- 
logically resembles Crohn’s disease; (2) segmental colitis which appears to be a self-limiting 
disease and (3) ileo-colitis—as described by Brooke (1954). 

I should now like to discuss these types further, illustrating each group by case histories, 
some of which have been described at previous meetings. 


SPREADING COLITIS 

The first is that of spreading right-sided colitis with or without involvement of the terminal 
ileum. This disease is characterized by rather severe constitutional symptoms with inter- 
mittent diarrhoea, wasting, and pus in the stools. Bleeding from the bowel is unusual. The 
diagnosis is established by a barium enema which shows involvement of a variable amount 
of the right colon. The peivic colon appears normal and sigmoidoscopy shows uninfected 
rectal mucosa. A follow-through meal may show disease of the terminal ileum. In those 
patients with disease of the terminal ileum it is difficult, and often impossible, to distinguish 
between regional ileitis which has invaded the colon, or vice versa. It is probable that both 
conditions are similar since under the microscope this group resembles Crohn's cisease 
rather than ulcerative colitis. In our experience this type of infection is commoner than 
the true ileo-colitis as described by Brooke, and the response to surgery is good. The 
treatment is surgical; undue delay is unwise because the infection may spread distally at an 
alarming rate. 

The infected bowel should be completely isolated and drained by a terminal mucous 
fistula. The proximal ileum is then anastomosed to the pelvic colon. The infected colon 
may be removed later, or at the same operation should the patient’s condition be good. 
In the two-stage operation it is wise to divide the colon distal to the disease as otherwise 
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the iafection may creep down and invade the pelvic colon and the anastomosis. An 
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ileostomy should never be carried out. — 
The following 5 cases illustrate this important group: 


Case I.—Woman, aged 23. 

Twelve months’ diarrhea and abdominal pain with loss of weight. Admitted 8.6.47 to London 
Hospital. 

On examination.—A pale, thin woman with a tender mass in the right iliac fossa. Barium enema 
showed a filling defect of the cecum and spasm of the ascending and transverse colon. 

18.6.47: Laparotomy. The terminal ileum was red and indurated and resembled Crohn’s disease; 
the ascending and transverse coion was also affected. The terminal ileum was divided and the 
proximal end anastomosed to the pelvic colon. In this case the colon distal to the infection was 
not divided. Apart from an abscess in the right iliac fossa, which cleared up with local streptomycin, 
she has been well since. This patient is now married and has one child. (See Butler, 1950.) 


Comment.—At operation, this appeared to be a case of Crohn’s disease which had spread 
into the colon. The affected bowel has never been removed. 


Case I11—Woman, aged 35. 

History.—Eleven months’ diarrheee, pyrexia, and loss of weight. 

On examination.—A_ wasted, ill woman with irregular pyrexia; there were no abnormal signs. 
A barium enema showed inflammation of the proximal colon as far as the beginning of the pelvic 
colon. Sigmoidoscopy was normal to 20 cm. 

20.8.47: Laparotomy. Chronic infection of the whole of the large bowel from the cecum to 
the commencement of the pelvic colon. There the disease stopped abruptly and the transition 
from infected to normal bowel was most striking. The ileum was normal. The lymphatic nodes were 
not inflamed. The infected bowel was completely isolated and drained by a mucous fistula. The 
proximal ileum was anastomosed to the pelvic colon. Since the operation the patient has remained 
well save for one episode of anemia. The infected bowel has never been removed as the patient 
does not mind her mucous fistula and does not wish another operation. (See Butler, 1953.) 

Comment.—This case was quite different from the first patient and did not resemble 
Crohn’s disease. This appeared to be a true case of idiopathic right-sided colitis confined 
to the large bowel. 

Case 111.—Woman, aged 32. 

Two months’ history of pyrexia, abdominal pain, and diarrhoea. She was admitted as a case of 
ulcerative colitis. A barium enema showed right-sided colitis extending to the end of the descending 
colon. Sigmoidoscopy was normal to 20 cm. 

25.4.51: Laparotomy.—The terminal ileum and all the large bowel down to the pelvic colon 
was involved in infection. There was no clear line of demarcation between diseased and healthy 
bowel as in Case II. The lymphatic nodes were large and juicy. The infected bowel was excluded. 

30.12.51: Readmitted for colectomy. 

Pathological report.—Ueitis and colitis, probably Crohn’s disease. There was ulceration of the 
mucosa and submucosa showing small ulcers in the terminal ileum, confluent in the cecum. Lymph 
nodes show chronic inflammation. 

he patient has remained well. (See Butler, 1953.) 

Comment.—This case appeared to be a primary infection of the terminal ileum which 

had rapidly affected the colon. 


( 1V.—Woman, aged 22. 


H:\:ory,-Nearly two years’ abdominal pain and diarrhea. 

O» «dmission.—She looked wasted and the cecum was palpable. 

Si idoscopy was normal and barium enema showed infection of the right colon as far as the 
splen. flexure. A follow-through meal demonstrated disease of the terminal ileum. 

2 A course of ACTH was commenced with immediate clinical improvement but directly the 
drug ..15 stopped her condition relapsed and a further X-ray showed no improvement. 

8 2; Laparotomy. The terminal ileum to half-way down the descending colon was involved 
by ¢ ic inflammation. An exclusion operation was performed. The patient did well and later 
the ted bowel was removed. 

Pe izical report.—Regional colitis, chiefly affecting the right colon, with slight infection only 
of tl minal ileum. 

TI ient has remained well to date. (See Butler, 1953.) 


v-~ent.—This patient appeared to have a primary colitis with only slight secondary 
ileal volvement. 


Ce Man, aged 18. 

H Eighteen months’ diarrhoea with pus in stools. 
O1 mination.—\\| young man with irregular temperature. An X-ray showed an ulcerating 
esior the terminal ileum ascending and part of the transverse colon. 

‘6. ): Laparotomy (Mr. Hermon Taylor). Right hemicolectomy was performed with removal 
of ha the transverse colon. The patient has remained well since his operation. 

Pat gical report.—Chronic colitis with no ulceration of the ileum. (See Butler, 1953.) 

Ce ent.—These 5 patients all had right-sided colitis; the pathological evidence was in 
favov >f a regional colitis similar in type to Crohn’s disease as opposed to ulcerative colitis. 
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In 2 cases the terminal ileum was perfectly normal and in one only slightly affected; ir -he 
remainder it was possibly the source of the infection. 

All have responded to surgical treatment and so far have remained well with no evidc 1ce 
of recurrent infection in the small intestine. 


SEGMENTAL COLITIS 

These infections differ from the last group since the lesions are localized and have no; ‘nal 
bowel on either side. They may affect separate segments of the large gut at the sam or 
at different times and the differential diagnosis from carcinoma or diverticulitis is usvally 
difficult. The symptomatology includes diarrhoea, wasting, anemia, an abdominal mas:, or 
intestinal obstruction. This group is rare but I have met 2 cases affecting the right co'on., 
The treatment is generally surgical as, although resolution may occur, laparotomy is oiten 
carried out to establish the diagnosis. 


Case I1.—Womar, aged 26. 

26.6.54: On admission this patient gave a history of several days’ pain in the right iliac jossa. 
There was a hard lump palpable and a diagnosis of an appendicular mass was made. With rest 
her temperature and pulse settled and she was discharged to be readmitted later for an interim 
appendicectomy. 

13.9.54: Readmitted because of increasing abdominal pain, swelling and anemia (Hb 39°). 

She was ill, wasted, and a large tumour filled the right side of the abdomen. The stools contained 
occult blood. A follow-through meal showed a large filling defect extending from the terminal 
ileum to the hepatic flexure. The appearances were those of an infection rather than a neoplasm. 

Laparotomy (29.9.54) showed a large mass filling the right abdomen and adherent to the muscles, 
The liver was clear. The terminal ileum was adherent to but not involved in the mass. The rest of 
the coion was normal. Frozen section from a part of the swelling invading the abdominal wall 
showed no new growth. Excision was impracticable. The distal ileum was divided and the part 
adherent to the mass excised for pathological examination. An end-to-side anastomosis between 
the proximal ileum and the transverse color was carried out. The abComen was closed with « stab 
drain in the right iliac fossa. 

Pathological report.—Pyogenic granulation tissue involving all coats of the small gut. No evidence 
of Crohn’s disease. 

Course.—Following the operation the patient’s general condition rapidly improved. Her Hb 
and weight returned to normal. Six weeks after operation she felt well and the mass had nearly 
disappeared. Although the immediate results were excellent, a right-sided colectomy may be 
required in the future. 

Comment.—The pre-operative diagnosis in this case lay between malignant disease and an 
unusual type of appendicular infection. I was in favour of malignancy because of the rapid 
wasting and severe anemia, since both points were against appendicitis. In view of the 
radiological and operative findings I think it is justifiable to describe this case as one of 
an unusual colitis, limited to the right colon. The ileum, although adherent to the inflamed 
bowel, was not involved by the disease. 


Case II.—Woman, aged 48. 

History.—1944, excision elsewhere of the pelvic colon for supposed carcinoma. Well since. 
Lately has complained of right-sided abdominal pain. 

On examination.—Tender lump in right iliac fossa. A barium enema showed a filling de!ect in 
the cecum. 

10.9.52: Laparotomy showed a hard lump in the cecum. Right hemicolectomy was performed. 

Pathological report.—Chronic granulomatovs infection of all coats of the cecum. The ascending 
colon and ileum were normal. The findings suggest a localized pyogenic and granulomatous 
inflammation of the cecum allied to Chron’s disease. 

Following this report we wrote to the hospital where the first operation had been perf: :med. 
Their pathologists reported an area of chronic colitis in the pelvic colon, not a carcinoma. Here 
we have an example of a patient developing two separate lesions of segmental colitis in d ‘erent 
parts of the colon at widely separated intervals. (See Butler, 1953.) 


ILEOCOLITIS 
I have met with only one case of the type described by Brooke. This is a very imp rtant 
group to recognize both radiologically and at operation as excision may well prove disa: rous. 
Case I.—Man, aged 32. 


History.—Nearly three years’ diarrhoea; he had teen treated as ulcerative colitis. Blood | 1 not 
been noted in the stools. 

On examination.—Thin man with tender cecum. Sigmoidoscopy showed cedematous nm °0sa. 
There was blood coming down from above but no ulcers were visible. Barium enema showe: ght 
sided colitis with involvement of the terminal ileum. A follow-through meal showed dest: tion 


of the mucosal pattern of the termina! ileum but no stenosis. ; 
29.12.54: Laparotomy. Diffuse infection of the whole of the large bowel, greatest on th ‘ight 
side. The lower half of the ileum was involved in discrete areas of inflammation, in between ich 
the bowel looked normal. It was difficult to determine the upper level of the disease. The a 1s i 
the small gut looked more like tuberculous infection than anything else but the stools hac sever 
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contained tubercle bacilli. The abdomen was closed as excision would have been unwise. A lym- 
phatic gland was removed and bacteriological examination revealed one tubercle bacillus but this 
was ~ot confirmed by pathological examination. 

Ths patient is having a full course of anti-tuberculous therapy but in my view falls very well 
into the group so ably described by Brooke and his associates. Until we find the cause of this type 
of infection it is unlikely that surgery will have much to offer. 


CONCLUSIONS 

| have set out briefly the varieties of idiopathic infections which may affect the right colon. 
Such conditions as actinomycosis, tuberculosis, and diverticulitis have been omitted since 
their «etiology is known and their treatment well established. 

[t is now possible with careful radiological and sigmoidoscopic examination to differentiate 
the groups I have described from true ulcerative colitis; I hope that the importance of accurate 
diagnosis has been sufficiently stressed since on that alone hangs the only hope of successful 
treatment. 

REFERENCES 
Brooke, B. (1954) Ulcerative Colitis and its Treatment. London. 
BurLer, E. C. B. (1950) Proc. R. Soc. Med., 43, 266. 
(1953) Proc. R. Soc. Med., 46, 69. 
Croun, B. B., GARLOcK, J. H., and YARNts, H. (1947) J. Amer. med. Ass., 134, 334. 


Pruritus Ani 
By J-J. Brossy, F.R.C.S. 
Department of Surgery, Postgraduate Medical School of London 

SEVENTY-FOUR patients with this common and disabling symptom were studied over a 
period of about fifteen months at Hammersmith and St. Mark’s Hospitals. ; 

A pro-forma was used to record a detailed history; and a description of the local lesion 

included rectal and sigmoidoscopic examinations. The patients were followed up at regular 
intervals. In 54 cases a bacteriological investigation was carried out. 
_ Progress was recorded as (1) cured, (2) improved, or (3) no change or worse. Cure 
implied cessation of symptoms and complete regression of skin changes, with a minimum 
follow-up of two months. I believe that the risk of relapse following a cure based on such 
Strict criteria is remote. 

General features.—These are shown in Table I. Although half the patients took aperients 


TABLE I.—GENERAL FEATURES 74 CASES 


Sex = a oe .. 67% male Mucus leak .. in .. 15 cases 

Average age - 30- 50 years Veryhairy - ~ .. 16 cases 

Length of history .. 2 weeks-20 years Diarrhea - - ca 7 cases 

Other dermatitis - oe 8 cases Constipation .. = 6 cases 

Excessive sweating .. ..  10cases Day/night ratio ads 1/3 (periodicity) 
regilarly, only 6 suffered severe constipation requiring large doses. The discomfort due to 
a loxnded bowel, mainly internal but sometimes accompanied by mild itch, must be dis- 
tinguished from the quite different peri-anal irritation of pruritus. Diarrhoea and mucus 
ana’ '‘cak would seem to have a closer bearing on the etiology. 

C/ nical examination—In most male cases there was a prominent mid-line raphe passing 

forw rd to the scrotum. In the female a similar fainter line was often present. This was 
freq: «ntly the site of most intense irritation. 


( 2 out of the 23 women had pruritus vulve as well. 

A> ‘nteresting observation was that most of the patients with “idiopathic” pruritus had 
a hy otonic anal sphincter: this contrasted markedly with the normal or increased tone 
assc xted with the presence of organic disease. 

© the basis of their physical appearance, the lesions were grouped into five fairly distinct 


pat’ .s, although a certain amount of overlap did occur (Table II): 
TABLE II.—CLINICAL CLASSIFICATION 
Cases Classification History (average) Severity (average) 
I, 4 No change — + to++ 
i 28 Mild inflammatory pink damp skin 4-5 years + 
I 17 Severe inflammatory red-purple, thick 8 months ++ to +++ 
cedematous weeping skin 
16 Severe inflammatory type with simple 2 years plus + to ++ 


lichen change 
9 Dry desquamating type — + to ++ 
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(1) A small number in whom no skin changes were discernible (4 cases). 

(2) A large group in whom a faint or moderate pink discoloration was seen over an _rea 
4-6 cm. diameter round the anus; this was frequently surrounded by a zone of brow ‘ish 
pigmentation (a common finding in all groups). The lesion was not dry, nor frankly m ist: 
the general impression was of a damp mild inflammation. The intensity of symptoms vas 
mild and the history averaged four to five years. 

(3) A smaller group (17 cases) with a widespread, weeping red-purple lesion. Symp. ms 
were severe and history short (in only one case exceeding a year). Excoriations di. to 
scratching were evident. 

(4) Another 16 cases showed lichenification of the skin on a red cedematous backgro :nd; 
this seems to be a more chronic stage of Group III. The intensity of symptoms was iess, 
and the history longer (average two years). 

(5) 9 cases had a dry, desquamating lesion, usually with pink skin (though occasionally 
this was a more vivid red). 

Though the macroscopic picture did not help in assessing the cause, it was of value in 
determining prognosis (Table III). The more marked the organic skin changes, the more 
difficult was it to achieve a cure. 


TABLE III.—CLINICAL GROUPING AND RESPONSE TO TREATMENT 
ON 58 CASES FOLLOWED UP 


Group I II Il IV Vv 
Cured ts 1 9 5 3 4 
Improved .. 3 8 7 10 2 
No change.. — 3 2 — 1 


Local lesions.—Skin tags were seen in several patients, and it seemed logical to blame these 
for some degree of irritation. 

Fissure-in-ano: only a few of these patients complain of itch (though many are sensitive 
to anesthetic ointments used in their treatment). 

Hemorrhoids were present to some degree in over half the cases: although the majority 
of these were very minor and no symptoms directly attributable to them, any deviation from 
normal was recorded. 

Histology.—A photomicrograph of normal anal skin (Fig. 1) is reproduced for comparison 
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Fic. 1.—Normal anal skin. x 145. Fic. 2.—Histology in severe pruritus ani. 





x 145. 


with a biopsy from a patient with severe pruritus (Fig. 2). Buie (1931) and later Ri. !och 
(1937) have suggested that the initial change is an cedema of the dermis with lymphati and 
capillary dilatation; there follows proliferation of the prickle cells with elongation « the 
rete pegs and, finally, hyperkeratosis with patchy parakeratosis. A generalized but nild 
infiltrate of inflammatory cells is also seen. 

This is what the skin histo-pathologist calls lichen simplex, and is not dissimilar t the 
microscopical features of lichen planus, psoriasis and leukoplakia—in fact, a non-st ~ific 
inflammatory skin reaction to any form of injury. 
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b.teriology (Table TV).—A careful technique for taking and culturing the swabs was 
desisned to demonstrate all bacteria, yeasts and fungi. 


TABLE IV.—BACTERIOLOGY OF 54 CASES 
No. of times Profuse 


Organism cultured growth in 
Strep. hem. .. 22 14 
Strep. fecal. .. 23 15 
Staph. pyog. .. 12 10 
B. coli.. os 28 18 
C. albicans .. 2 — 


B. coli normally grows in profusion and is usually the predominant organism in such 
cultures. In this series, however, it was isolated in only 50% of cases, one-third of these 
showing only moderate or scanty growth. Str. hamolyticus was cultured in 40% of cases, 
the commonest Lancefield groups being B, C, and G. Strep. faecalis grew in a similar 
number of cases. Staph. pyogenes was seen less often, but nearly always in profuse growth. 

Candida albicans was cultured in 2 cases, and “non-pathogenic” yeasts in 3. Ano-vulval 
epidermophytosis is rare, and was not encountered. The accepted criteria of fungal in- 
fection—desquamation or vesiculation and a well-defined border—were never seen. 

There was no relation between the type of organism cultured and the appearance of the 
peri-anal skin; I think the preponderance of Gram-positive cocci should be regarded as a 
manifestation of secondary infection. 

Treatment.—Those patients with organic disease were treated on the usual lines applicable. 
In this study I labelled as first degree piles any significantly enlarged veins, and injected them, 
with conspicuous success. Three-quarters of these patients (17 out of 23) were improved, 
nearly half of these with complete remission. The mode of action is presumably obliteration 
of the dilated capillaries and lymphatics described by Buie and Riddoch. 

All 4 of the patients who had skin tags excised returned with recurrence of symptoms 
within six months—and one within a fortnight! 

A few notes will be made about the local remedies most commonly used in patients with 
no organic disease: 

Local hygiene instructions usually improved comfort considerably. 

Lotio mag. carbol. (St. Mark’s lotion”) was always a good stand-by to relieve symptoms, 
but seldom did more. 

{ntihistaminics (Anthisan local and oral) were used when other sensitivity phenomena 
(e.g. asthma, urticaria) existed, in 6 cases. Little response was obtained. 

Fungicides, used in 5 cases, were generally efficacious in eradicating yeasts (as shown by 
serial cultures). Only 2 of these, however, reported definite clinical improvement. It must 
be remembered that Candida albicans may be isolated in up to 15° of fecal cultures in 
normal persons. 

Two proprietary preparations were tried: 

(1) Hydrolamins, an ointment containing amino acids which it is alleged may neutralize 
abnormal irritant protein breakdown products excreted. 

(2' Covicone, a barrier cream which it was hoped might protect the skin from irritant 
fact ‘ present in the fecal stream. Neither of these had any effect on the 10 patients who 
usec em. 

1» ‘biotic therapy (chloramphenicol, local and oral) was given to 12 cases from whom a 


prol:sion of pathogenic cocci was cultured. A fair measure of success was obtained, 3 
Pati being cured, and 5 relieved. 

_ H.. vocortisone (acetate, 1° ointment) has been given recently to 6 patients, with startling 
initi:. success. Immediate remission of symptoms occurred in all 6, but 3 relapsed as soon 


as t) \reatment was discontinued. Other authors have had similar experiences (Ronson, 
1953 Sidi, 1953). There seems to be no objection, however, to continuing treatment 
inde: tely, for the amount of systemic absorption is negligible. 

Ai olinjection and X-ray therapy were in this study kept as a last resort; but in 4 of the 
form) and 2 of the latter cure has been complete and, so far, permanent. 


COMMENT 
(1) 5 this investigation was conducted on an organic basis, psychological factors, though 
note. vere ignored in the first instance. They are nevertheless important, and must be 
born n mind (Macalpine, 1953). 
< he patient must be subjected to a detailed questionnaire and complete examination. 
Asig id cancer was diagnosed in one man. 
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(3) Any local lesion is treated, and even the most insignificant hemorrhoids are injec 2 

(4) Hygiene instructions are given, and the use of aperients reviewed. 

(5) If the irritation is severe, hydrocortisone ointment can be relied upon to proc uce 
immediate relief. 

(6) A course of antibiotic therapy is justifiable, but other local applications, unless spec ‘tic- 
ally indicated, are unlikely to benefit the patient. 

(7) Although my experience with alcohol and X-rays is limited, I would like to sugzest 
early recourse to these measures if conservative treatment does not produce a rapid response. 
It seems that the dangers of slough and necrosis have been exaggerated, provided due care 
is taken. 

(8) From the clinical aspect, not much help can be expected from anal culture, wiich 
should be reserved for difficult cases. 


oo 


I would like to acknowledge my indebtedness to Dr. A. C. Dutton of the Departmeni of 
Bacteriology, Hammersmith Hospital, for all of the bacteriological work; also to Professor 
J. C. Goligher, who allowed me to study his cases when he was at St. Mark’s Hospital and 
to Mr. Maurice Ewing for the cases seen at Hammersmith. 
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Explosive Risks in Large Bowel Surgery 
By A. H. GALLEY, M.B., F.F.A. R.C.S., D.A. 


THREE factors are necessary in order to produce an explosion: the presence of a com- 
bustible gas; the presence of oxygen to support combustion; and the introduction of a 
flame or spark to ignite the mixture. 

Explosive risks associated with surgery can be divided into four groups: the presence of 
inflammable anesthetic gases or vapours; eructation by patients suffering from pyloric 
stenosis; collections of gas in the lower bowel; and the generation of inflammable gases 
during electro-coagulation or diathermy of the body tissues. 

Taking this last risk first, it has been proved that the gases given off when high-frequency 
currents are applied through a fine electrode to body tissues contain acetylene, ethylene, 
carbon monoxide, and hydrogen in varying quantities (Hambleton et al., 1935). Fortunately 
these are usually ignited as they are formed and their combustion contributes largely tow rds 
the spluttering associated with diathermy. If, however, they collect in a confined spxce 
such as the mouth, rectum or bladder, they may accumulate sufficiently to form an explo: ive 
mixture. This undoubtedly is the cause of those occasional pops heard during fulgura‘:on 
of bladder growths, for the gases cannot escape and rise to mix with the air bubble and, von 
occasion, the electrode may set up a spark near them and cause a mild and muffled explo: '0n. 
Similar types of explosions have occurred in the mouth while using diathermy upon ‘he 
tongue in cases where no inflammable anesthetic was in use. 

It is not beyond the realms of possibility therefore that diathermy gases could accum: ‘te 
within the lumen of a sigmoidoscope and, mixing with the air within that instrumen’. 0¢ 
ignited by a spark caused when next the diathermy was used. 

It is now well established that explosive eructations have taken place with patients sufie’ °g 
from pyloric stenosis (Beatson, 1886; McNaught, 1890; Martin, 1902; East, 1934; G 
1954). In 1929 while a casualty dresser at King’s College Hospital I saw one suc! 
(East, 1934; Galley, 1954). The patient complained that an explosion had occurred 
he was eructating during the lighting of a cigarette in the front row of a cinema galk 
the cigarette being propelled by the explosion into the pit below. This man had bli 
inside the lips, singeing of the moustache, blisters on his fingers, and singeing of the eyebr: 
He was admitted under Dr. Terence East, the Medical Clerk being Dr. A. M. Rackow, ! 
radiologist at King’s College Hospital. He was later successfully operated upon for pyl: 
stenosis—a gastroenterostomy being performed. A second example was that of a y« 
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man 10 visited Dr. Gilpin privately (Gilpin, 1953; Galley, 1954) after attending the casualty 
depar’ nent of another teaching hospital where his story was treated with scepticism. He 
had been playing bridge with his wife and another married couple. During the evening he 
was offered a light by the player opposite; as he leant forward to accept he felt an undeniable 
desire to belch but, ladies being present, he endeavoured to relieve himself discreetly by 
belching through his nose. To his and his companions’ astonishment, two fan-shaped 
flames shot from his nose. ‘‘He looked just like a dragon” explained one of the witnesses 
he had brought with him to substantiate his story. He also was relieved by gastroenter- 
ostomy and his parlour trick was lost for all time. Incidentally, he had. to attend upon an 
ear, nose and throat surgeon for some time for treatment of burns within his nares. 

Gases generated in the stomach during pyloric stenosis are caused by the fermentation of 
stagnating food residue, due to the presence of yeasts and sarcine. A variety of gases may 
be generated some of which are combustible in nature, i.e. hydrogen, methane (marsh gas) 
and, if eggs have been eaten, sulphuretted hydrogen. 


Lower Bowel Explosions 

Intestinal gases are derived from several sources: first there is the swallowed air which 
loses its oxygen relatively rapidly as the gases pass down the bowel owing to the. higher 
solubility of that gas compared with nitrogen; further gases are generated by fermentation 
of certain items of diet, e.g. milk and leguminous items, particularly beans and peas; finally 
gases are excreted into the lumen of the bowel from the blood stream, for example an inflam- 
mable gas like cyclopropane and oxygen when high oxygen percentages are being inhaled 
during anesthesia or oxygen therapy. Once again the inflammable gases generated by 
fermentation are methane and hydrogen. 

Normally there is little oxygen within the bowels to support combustion, but whea 
peristalsis is brisk, as it is with some anesthetics (particularly spinal anesthesia) swallowed 
air or oxygen from an anesthetic mixture or oxygen excreted into the lumen of the bowel 
from the blood stream, may reach the rectum in less than thirty minutes (Maddock et al., 
1949). When operating through a speculum or sigmoidoscope, of course, air is admitted 
to the lumen of the instrument and will be present to support combustion if suitable ignition 
is supplied. Several cases of explosions during minor procedures within the large bowel 
have been reported. 


Case 1—Electrocauterization of small polyps within the rectum (Moutier, 1946). M. Moutier 
had performed the same operation twice before at three-weekly intervals. He proceeded as usual by 
inserting the proctoscope and placing two moist tampons of cotton-wool above the area where 
he was going to operate. He applied the electrode to the mucous membrane and as he closed the 
foot switch there was a loud report and an explosion which not only wrested the proctoscope from 
his hand but ejected the moist tampons with considerable force. Fortunately for M. Moutier the 
deflection of the proctoscope by the explosion prevented him from being hit in the eye by the tampons 
which, instead, hurtled past his ear and hit the wall behind him. Consequent upon this mishap 
the patient complained of considerable pain, was pale in appearance, and the abdominal wall was 
moderately rigid. After two hours there appeared to be no signs of a perforated hollow viscus, but 
it was decided to open the abdomen. On incising the parietal peritoneum no free gas escaped 
and no perforations were found in any part of the gut. The entire sigmoid colon, however, exhibited 
large areas of ecchymosis without any breaking of the serous coat. The abdomen was closed with 
a lower abdominal drain after cecostomy had been performed. 

Th- patient rapidly recovered, passing flatus per rectum within twenty-four hours and experiencing 
progressive relief from the abdominal pain. The drain was removed after three days and the 
ceco:!omy wound healed spontaneously. For some weeks, however, the patient complained of 
pain vhen he passed flatus. 


C 1/,—Electrodissection of polyps (Carter, 1952). This case exhibited graver symptoms after 
an e losion during electrodissection via a sigmoidoscope. The following are the salient points of 


(a) A great deal of smoke was generated by the electrodissection immediately prior to the 
expl: ion; this, however, was removed by the suction apparatus. 

(b There was a violent explosion which could be heard through the walls of the operating room 
asa uffled report. A bright blue flame shot out of the sigmoidoscope to a distance of approximately 
2 ft.. .gain missing the operator owing to the deflection of the instrument. 

(c: The sigmoidoscope was reinserted to its full length of 25 cm. and no sign of perforation or 
othe: lamage could he seen within the bowei. 

(d The patient complained of moderate abdominal pain, was pale and apprehensive and had 
a pu -c of 56 and a blood pressure of 160/80 mm.Hg. 

(e After an hour the patient appeared no better and an X-ray photograph revealed the presence 
of 2 neumoperitoneum. 

(f- Jpon opening the peritoneum the abdominal cavity was found to be grossly distended with 
gas, id a small quantity of blood and fecal material was scattered about among the coils of gut. 

(g There were numerous areas of the sigmoid colon which showed separation of the serous coat 
and uising, but the mucous membrane lining remained intact. 
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(h) The proximal half of the descending colon near the splenic flexure was lacerated in m. 1y 
places and actively bleeding. 

(j) The distal end of the transverse colon, the splenic flexure and the proximal half of .e 
descending colon was resected and the cut-ins exteriorized. Anastomosis was effected at a subseq.. nt 
operation. 

re) The excised specimen measured 54 cm. in length and showed six large vents through he 
entire thickness of the bowel walls. All vents were in the longitudinal axis of the bowel. 

The chief point of interest in this case is that the injury did not take place anywhere n«ar 
the area operated on and could not be seen through the sigmoidoscope even when this « as 
pushed as far in as possible. The injury was similar to that which is known to occur wien 
compressed air or compressed water are released into or even near the anus, i.e. an injury 
presumably due to the sharp angle of the bowel at the splenic flexure where the forces of 
= = gases become compensated because of the resistance offered by the bend in 
the bowel. 

When the above paper was read, the subsequent discussion revealed that other surgeons 
had experienced similar explosions but that as the abdominal symptoms were not serious 
no laparotomy was performed. Presumably these cases were similar to that described by 
M. Moutier where the bowel wall was bruised but not perforated. 

G. L. Becker (1953) has described a similar case. 

As an anesthetist I should like to draw attention to the fact that none of the reported 
cases was receiving an inhalation anesthetic, nor indeed any form of anesthesia at all. 
Several suggestions have been made regarding the avoidance of such accidents. It is obvious 
that prior to operation the diet should be regulated for some days with a view to avoiding 
meteorism. Tampons placed above the area to be operated upon do not ensure safety, and 
indeed are a hazard from the surgeon’s point of view! Smoke from electrodissection should 
be cleared in some way in case it accumulates and forms an explosive mixture with air 
introduced through the operating endoscope. The best suggestion which has been put 
forward (Marchand, 1946; Moutier, 1946; Lieberman, 1944) is that a steady flow of some 
inert gas should be introduced to the far end of the endoscope through a fine catheter, so 
that any gases introduced from the bowel are steadily swept out of the instrument. In 
addition this will also displace any air which might otherwise support combustion. Two 
gases come to mind—nitrogen and carbon dioxide—the latter is available on the anesthetic 
trolley of any operating theatre and is the more readily available (Annotation, 1954). 
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The following Papers were also read: 
Scleroderma of the Gut.—Dr. D. I. WILLIAMs. 
Non-Specific Inflammatory Lesions of the Ce2cum and Ascending Colon.—Mr. L. T. Cot: Nn. 
Lymphoid Tumours of the Small and Large Intestines.—Dr. B. S. CARDELL. 


The following Cases were shown: 
Megacolon in a Child.—Mr. C. H. J. Rey. 


(1) Impaction of a Meat Bone in the Sigmoid Colon Affected by Diverticulosis. (2) Ulcer: ‘ve 
Colitis Treated by Total Colectomy, later Complicated by Hemorrhage from a Duo’ »al 
Ulcer, Necessitating an Emergency Gastrectomy. (3) Total Prolapse of the Rectum ‘th 

Adenomatosis.—Mr. I. S. Jones (for Mr. A. J. HERIoT). 
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[February 16, 1955] 


Industrial and Domestic Dermatoses 
By F. Ray BertT.ey, F.R.C.P. 


THERE are considerable differences between the type of dermatitis which attacks house- 
wives in the home and that which attacks the worker in his employment, and an examination 
of these differences may throw some light on our problems in the treatment and prognosis 
of industrial dermatitis. I shall consider only those types of dermatitis which take on an 
eczematous form; these indeed are by far the most troublesome both in diagnosis, treatment 
and prognosis. 

Although there are exceptions housewives’ eczema is usually comparatively mild. In 
the majority of cases the disorder begins slowly and gradually develops as a mild chapping 
of the skin of the hands which becomes more severe as the weeks pass. It improves if the 
sufferer limits her exposure to housework though without by any means giving up work 
altogether. In another type of case a severe eczematous eruption may come on acutely, 
most often after some particularly severe exposure to a domestic cleanser or irritant. In 
both of these types of case the eruption starts in the most typical fashion on the fingers, 
spreading afterwards to the hands, wrists and forearms, always worst on those parts and 
seldom spreading to any other part of the body. In most cases the eruption clears up 
quickly when the woman avoids the source of trouble. In practice, of course, these attacks 
are liable to be prolonged but the persistence of the eruption is usually clearly attributable 
to her continuing housework, to the use of rubber gloves or to some other definitely 
recognizable factor. 

Vhat a contrast is presented by many cases in which an eczematous eruption is labelled 
and certified as industrial dermatitis! It is not unusual in such cases for the rash to start 
on parts of the body other than the fingers or for other parts of the body to be more severely 
involved than the hands. In these cases there is a strong possibility of diagnostic error and 
I will return to this point later. But even where such an error does not appear to have 
be 1 made it is nevertheless common enough to see the eruption persisting for months and 
evn years after all contact with the supposed irritant has ceased and, indeed, after all 
work has ceased; to see the eruption widely disseminating and covering large areas of the 
bo. y which by no conceivable supposition could ever have been in contact with an industrial 
irr ant; and to see improvement and periodic relapse recurring without the slightest 
re’ tionship to the patient’s work or physical contacts. 

low is it that this pattern develops comparatively often in industrial disease and so 
se’ om in the housewife? The nature of the substances which cause housewives’ dermatitis 
is ot, in general, very different from those to which a worker is exposed in industry. It has 
lo « been recognized that in producing industrial dermatitis long-continued exposure to 
ck nsers, alkalis or solvents is a very strong causal factor. The skin hazards of the house- 
Wi » are very comparable. Her hands are for long periods exposed to the macerating effect 
of oap and water, the keratolytic effect of new synthetic detergents, the destructive attack 
of >leaches and abrasives and the fat-solvent and irritant properties of such substances as 
pe affin oil. It tan hardly be supposed that the differences mentioned between industrial 
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dermatitis and housewives’ dermatitis can be due to differences in the class of substa ce 
which causes the damage. 

It might, on the other hand, be supposed that infection plays a part. We recognize | iat 
superficial infection of the skin of all grades of intensity may considerably aggravate ; 1d 
prolong any eczematous eruption. However, it seems very doubtful whether the indus ial 
worker is exposed to infection any more than the housewife. Indeed in these enlighte ¢ 
days it seems probable that many factories are considerably more hygienic than the ho: es 
to which their workers return at the end of the day. 

I suggest that the main differences between industrial dermatitis and housewi,es’ 
dermatitis arise from the peculiar social, psychological and financial significance of 
dermatitis which is contracted in the course of paid employment. In some cases, no doubt, 
a failure to recover is due to deliberate aggravation of an eruption by the patient; this can 
be achieved by friction alone in many cases. The effect of friction on an eczematous eruption 
is difficult to assess in precise terms and probably varies considerably in individuals. 
There can be little doubt, however, that friction and similar mild trauma will always 
perpetuate an eczematous eruption and it is probably true that it will also cause its <cis- 
semination. Very often, although we can see that an eruption is being perpetuated in this 
way it is difficult to know whether the patient is doing this deliberately or simply because he 
is unable to control his desire to scratch. We, as doctors, are naturally inclined to be a little 
diffident about this. We recognize that it is our task to relieve irritation and, when we see 
that we have failed in this, we hesitate to berate the patient for what we know is due to our 
own impotence. For this reason, I strongly suspect, a good many patients who, for their 
Own purposes, are deliberately prolonging their illness escape the censure that they deserve. 

Occasionally, the patient’s deliberate intention will not only aggravate an existing eruption 
but I. have even known a dermatitis to be purposely brought on in this way. Last year 
I examined two men who were suffering from industrial dermatitis. They came from the same 
factory, had been doing the same work, and had evidently collaborated. They independently 
told me that in the early part of 1952 they began to develop slight cracking of the skin, 
which they attributed, I think rightly, to considerable exposure to paraffin oil. A barrier 
cream was provided in another part of the factory but not in their own workshop. They 
asked for a barrier cream in their own workshop but received an evasive answer. As the 
months passed their dermatitis gradually became worse; they continued to ask for barrier 

cream, telling their foreman that, if their dermatitis became worse, it would be his fault 
and their employers would be liable. They did not give up this work because it was 
particularly well paid and both of the men told me that they did not consult their doctor 
because they knew that if they did he would tell them to stop work. It seems that these 
men quite deliberately continued at work until, eventually, their dermatitis became disabling. 
They then sued their employers for failure to provide suitable conditions and for failing to 
warn them of the dangers of dermatitis. They were successful in obtaining damages from 
their employers. 

More important numerically than the latter type of case are those in which less conscicus 
psychological mechanisms appear to be involved. There are, of course, certain compensations 
and, to some people, advantages in having industrial dermatitis. A man so afflicted receives 
sympathy from his wife and friends and, when this commodity is eventually exhausted 
there is often a considerable amount of self-pity to take its place. There is again the financial 
compensation; the industrial diseases benefit provided by National Health Insurance is 
small enough but if he can make out a case of negligence against his employers, such liti::- 
tion offers glittering prizes. I think it is often impossible to say whether the persistence of 
dermatitis in such a case is due to deliberate efforts on the part of the patient or whether : 
perpetuated by an unconscious psychological mechanism. In either event it is the facto: 
litigation which often lies at the root of the chronicity, and free legal aid, which confers 
our citizens a means of obtaining justice of which we can well be proud, no doubt p! 
an unfortunate part from the strictly medical aspect. 

To some men whose work is drudgery the prospect of prolonged rest and idlenes: 
attractive and, no doubt, this is another factor in the prolongation of industrial disease 

For the poor housewife none of these advantages accrue. In most homes the housew 
who cannot do the washing-up and who must confine her activities to shopping, dusti 
and arranging the flowers is likely soon to run out of sympathy. She receives no kind 
financial compensation and she has, indeed, very little opportunity of really stopping wor 
For her there is no free legal aid to sue her employers because she is her own employe 
She can blame her dermatitis on to nobody but herself. 

In yet another type of industrial disease the illness appears to be prolonged by emotion< 
or other psychological factors in the patient but brings him no financial or material advan 
tage—in fact, nothing but poverty, suffering and unhappiness. In some of these cases th: 
dermatitis appears to be a refuge from the financial insecurity which is so liable to arise ii 


Ss 
¢ 
i 
1 








an UI.>s 
titis, 
recov i 
skille j 
are lina 
In ot 
an inip 
He stat 
protect! 
and he 
week Sd 
man’s |! 
worked 
covers | 
pensate 
were in 
triump! 
very co 
the inc: 
industr 
outlet ' 
Spac 
differer 
in some 
cases V 
the yea 
of the 
time it 
To \ 
We mt 
we hav 
are of 
subseq 
long as 
nosis Tf 
about 
about 
idea tl 
eczemz 
to Stor 
work \ 
way ID 
impres 
N 


titis st 
should 
but m 
is, of ¢ 
native 
elin in 











Section of General Practice with Section of Dermatology 507 


an ur.>killed worker in middle age. Such a person, if he develops a mild industrial derma- 
titis, s regarded with the greatest suspicion by potential employers even after he has 
recovered. Very often there is no earthly reason why an employer should take on an un- 
skille: worker who is known to have an additional industrial dermatitis risk. These men 
are financially better off if they keep their dermatitis than if they are fit and unemployed. 

In other cases, there is a strong element of hostility to employers which seems to play 
an iniportant part. I have a patient, a man aged 68, who developed dermatitis in 1947. 
He states that in the course of his work it was accepted that he had to be provided with 
protective clothing, soap and towels. An occasion arose when these were not provided 
and he refused to work. He was told that if he did not work he would be put off for two 
weeks as a punishment. Since he could not afford to lose time at work he obeyed his fore- 
man’s instructions, and within a few days, an eruption appeared on his hands. He never 
worked again but ever since has had an eczematous eruption which from time to time 
covers his skin from head to foot. His disorder has brought him nothing but misery, com- 
pensated perhaps by money, idleness and the satisfaction of having proved that his employers 
were in the wrong. He recounts the history of its origin with a smile on his face and a 
triumphant demeanour. It is interesting to observe that certified dermatitis has increased 
very considerably in coal-miners in the last few years. I understand that at the same time 
the incidence of nystagmus has very much declined. It is tempting to suspect that, in this 
industry, with its employer-employee antagonism, dermatitis is now providing the emotional 
outlet which nystagmus provided in an earlier period. 

Space does not permit a detailed discussion of the diagnosis of industrial dermatitis. Its 
differentiation from an eczema of natural origin may be one of the greatest difficulty and 
insome cases I truly believe impossible. There can be little doubt that many of these inveterate 
cases which have been labelled industrial dermatitis and which afterwards continue over 
the years have been wrongly diagnosed in the first place. It is only the subsequent progress 
of the disorder that provides convincing evidence of its non-industrial nature and by this 
time it is extremely difficult, if not impossible, to set the clock back and correct the diagnosis. 

To what extent can we prevent the serious and prolonged disability which may arise? 
We must take the greatest care in diagnosis and we must refuse to accept a diagnosis until 
we have every reasonable proof. Although the onset and the early features of the eruption 
are of great diagnostic importance there are, nevertheless, many cases in which only the 
subsequent progress of the disease over months or even years reveals its true nature. So 
long as doubt remains the matter should be clearly explained to the patient and a firm diag- 
nosis refused. I am afraid that all of us are inclined to allow patients to get wrong ideas 
about their illnesses. When we are in a hurry, when we are tired or when we are thinking 
about something else it is easy to give the patient a wrong impression or to give him the 
idea that we are sure of the diagnosis when, in fact, we are not. Any patient with an 
eczematous eruption on his hands must avoid contact with irritants and may, therefore, have 
to stop work. We should not allow a patient to assume that because we advise him to stop 
work we necessarily imply that his disease is due to work. This is but one example of the 
way in which we can so easily—and, I am afraid, most of us do at times—give the wrong 
impression to patients and allow to develop the consequences we have been discussing. 

No doubt cessation of work contacts is extremely important as soon as industrial derma- 
titis shows itself. This is, however, quite a different thing from saying that the patient 
should entirely stop work. It is, I believe, most desirable that he should not stop work 
but merely that he should so alter his occupation as to avoid his previous contacts. This 
is, «f course, a counsel of perfection, since many employers are not able to provide alter- 
native work. It is, however, a target at which we should aim since in this way we can 
elin inate the cause of the trouble without introducing the financial implications, the idleness 
or '4e antagonism which litigation produces. 

I. the early diagnosis and treatment it is, of course, of the greatest importance that the 
pat’ -nt should see his doctor as soon as possible. It is good to see that in recent months 
enc uragement has been given to the development of industrial medical services. In the 
dia .osis of industrial disease, the industrial medical officer has the advantage of seeing 
an mber of men at risk and so perhaps of being able to recognize a pattern of dermatitis in 
an) particular occupation. It is also, of course, easy for him to study at first hand the 
deg 2e and type of exposure of the skin within his own factory. It is, however, to be hoped 
tha the industrial medical officer will in no way take over the duties of the general prac- 
titi 1er. While the industrial medical officer has peculiar opportunities of observing the 
wo! -men at work it is the general practitioner who observes him when he is at home. 
A ¢ eat many factories now have First Aid Rooms staffed by a nurse and visited by a doctor. 
Iti only natural that this service should often come to include the treatment of minor 
ailr znts other than injuries; it saves the patient time, it saves the employers absentees and 
ita ds to the interest of the nurse’s work. From time to time, however, one sees patients 
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with industrial dermatitis who have been treated for weeks or even months by a nurs: in 
the First Aid Room, gradually becoming worse and eventually referred to the family doc‘or, 
The main function of the industrial medical officer should be the study of industrial dis ase 
with particular reference to prevention; the diagnosis and treatment of individual pati-nts 
should be out of his hands, and the work of factory nurses: should be strictly suner- 
vised so that these difficult cases of dermatitis may be dealt with from the outset, accor: ing 
to a careful, logically planned attack. 

I have little doubt that some harm is done by the present legal position but it is not casy 
to suggest alterations which would not result in injustice or loss of rights. When diagnostic 
difficulties arise we should bear in mind that to give the patient the benefit of the doubt 
is, in the first place, unfair to the employers and, in the second place, may eventually do 
the patient very much more harm than good. Any man with a chronic eczema wiich 
interferes with his work is in an unhappy position; but his lot is not improved by unnecessary 
idleness and he should be encouraged to continue suitable work—I mean actual work, 
not as night watchman. If, on the other hand, he is given the benefit of the doubt and cer- 
tified industrial he will probably stop work altogether and may deteriorate in any or all 
of the ways already mentioned. There is no “benefit” of this doubt; so long as the doubt 
remains it should be recognized and a final settlement refused. If we all face this difficulty 
squarely we may be spared the spectacle of judges having to make the diagnosis by the 
assessment of conflicting medical evidence. 

Very often when the consultant sees these patients, perhaps years after the original onset 
of the disease, he cannot be sure of its origin but he can be sure that its persistence is mainly 
due to psychological or other factors which are not at all directly connected with the 
employment. However, the law at present provides that if the onset of the eruption is 
accepted as being industrial then the whole of the consequences must be accepted also. 
Perhaps it would be better if it were otherwise. Should we not consider that a dermatitis 
which is solely industrial will last for a certain length of time and that persistence after 
this is due to factors which are beyond the control of an employer and that his liability should 
then cease? This is perhaps somewhat comparable with the system of military pensions 
by which aggravation of a disease or, in some cases, the factors which provoke the disease 
may be said to be no longer operative. In this way many chronic sufferers might receive 
the ultimate stimulus and rehabilitate themselves when they knew that their compensatable 
illness was finally coming to an end. 
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Section of Laryngology 


President—Professor V. F. LAMBERT, M.D., Ch.M., F.R.C.S. 


[February 4, 1955] 


DISCUSSION ON THE RELATION OF NASAL DISEASE TO ASTHMA 
Dr. William Brockbank: 

During the dozen years I have been responsible for an asthma clinic I have been struck by 
the number of asthmatics who are troubled with nasal symptoms usually referred to as 
catarrh. I do not mean the pollen asthmas with hay fever—they are excluded from this 
paper, and I do not mean the patients who say they have hay fever in winter or all the year 
round—meaning a running nose and sneezing. 

The cases of catarrh I shall discuss are those with definite nasal upset as evidenced by a 
yellowish discharge from the nose either outwardly or else dripping backwards into the 
pharynx or else a history of chronic nasal obstruction. Some of these patients are, of 
course, suffering from an allergic rhinitis. 

Of the last 221 consecutive cases of asthma that I have seen myself last year 27% denied 
any nasal trouble. 

In order to save unloading large numbers of asthmatic patients on the already overworked 
Ear, Nose and Throat Department I have been in the habit of arranging for an X-ray 
examination of the sinuses, but I have been careful how I have used the results. 

Of the 161 patients X-rayed in this way 70 (43-5 °%) showed no signs of sinus opacity, 65 
(40°) showed some degree of haziness and 26 (16-5°%) had at least one completely opaque 
antrum. 

Such figures are, perhaps, not uncommon in a place like Manchester. 50 patients who 
were sent from another clinic for an X-ray examination of the skull had their antra X-rayed. 
33 (66%) had healthy antra: 17 (34%) hazy antra and none was opaque. 

A hazy antrum does not mean sinus infection, but it is not at all uncommon for an asthmatic 
patient to say he would be all right if he had not got a nose. This, of course, can 
apply to a patient with allergic rhinitis. He means that the asthmatic attack is almost 
invariably initiated by nasal symptoms. 

if the history suggested that the nose was a main factor in initiating asthmatic spasm, 
the opinion of a rhinologist was obtained. He also saw all patients with an opaque antrum. 
The decision was taken to wash-out thirty antra belonging to 24 patients. 19 of these antra 
returned clear fluid and eleven in 8 patients contained purulent material. Only 8 out of 221 
patients had true sinus infection—a surprising fact. 

it is highly important that any focus of infection in the sinuses should be cleaned up. 
ut apart from this the results of antrum wash-outs have been singularly disappointing so 
- as the asthma is concerned and in several patients polypi have been removed without 
inging any material benefit to the spasm. 

One particular group of asthmatics, however, does obtain beneficial results from antrum 
ish-outs. A few adults and quite a number of children give a history of one, two, three 
» four attacks of asthma a year lasting a fortnight and always associated with fever. These 
> of infective type and are best treated with antibiotics rather than antispasmodics. Such 
acks are often initiated by an organism lying dormant in some part of the respiratory 
ct either in bronchiectatic cavities or sinuses. If it is practicable to clean up the infection 
blitz the offending organism with the appropriate antibiotic it is possible to cure the 
tient. 


As an example, I saw the other day a woman of 34 years. She said that for seven or eight years 
> had had one long attack of asthma a year during which she was feverish. On the last two 
asions the attack has lasted four or five weeks during which she coughed up greenish-yellow 
itum. X-ray examination of the chest has shown inflammatory changes in the lungs that have 
ared in the intervening period. For the rest of the year she keeps reasonably well, though she 
s a slight cough and is a little short of breath if she hurries. X-ray examination showed a 
npletely opaque left antrum and she is waiting for the wash-out. If this proves to be infected 
i we can identify the organism and determine its sensitivity there is every hope that we can 
ieve her of her trouble. 
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I have only on one occasion seen any good come out of other nasal operations—deflec: 2d 
septa, turbinectomy, &c.—for asthmatic spasm. That was a 10-year-old child who was fou. id 
to have a spur on the septum pressing against the lateral nasal wall in its posterior thi d. 
The removal of this spur cleared up her asthma. But for the rest I would say that nz-al 
operations very rarely benefit asthmatic spasm. Often the reverse. Every year I see t vo 
or three patients who date the onset of their first bout of asthma from the removal of na:al 
polypi or the correcting of a deflected septum. There may be a history of allergy i ut 
this does not inevitably imply asthmatic spasm whether or not there had been an operation. 
Here are some examples: 

A 70-year-old spinster said she was reasonably well until nine years ago when she began to have 
hay fever associated with nasal polypi. She had two operations on her nose and within a few cays 
she developed asthmatic attacks which have steadily worsened. They became so severe that we 
had to treat her with cortisone. 

A housewife, aged 57, had been troubled with a cough for many years. In October 1953 she 
had an antrum wash-out. Ten days later her chest became tight and she was feverish. She was 
treated with penicillin. Asthmatic spasm has been present almost every night since then. 

A 62-year-old cow farmer had no trouble with his chest of any kind until some nasal polypi were 
removed in October 1950. He began to wheeze for the first time a week or two after the operation 
and he slowly and steadily worsened until sixteen months later he had the first of a long series 
of severe asthmatic attacks. His nose remained troublesome, but it was better than it was before 
the polypi were removed. 

We know very little about the relation of nasal disease to asthma. Lots of patients have 
severe catarrh and never wheeze. Even more have hay fever and true allergic rhinitis 
without any involvement of the lungs. Possibly an inborn tendency to asthma is a factor 
that we must postulate to account for those patients that do progress from nasal symptoms 
to asthma. 

One wonders if the proper advice to any patient who has a family or personal history of 
allergy might not be, ‘Keep the surgeons away from your nose at all costs”’. 

The same is all too true of cases of pure allergic rhinitis. 


Dr. Kate Maunsell: The Relation of Allergic Rhinitis and Bronchial Asthma 
Introduction.—The typical pale swollen nasal mucosa, with or without polypi, is charac- 
teristic of allergic rhinitis. The work of Sir Henry Dale and Sir Thomas Lewis demon- 
Strated that in the allergic reaction there was a liberation of histamine. This liberation 
occurs in the upper and lower respiratory tract. It causes oedema of the mucosa and, in 
addition, in the lower respiratory tract, a constriction of the smooth muscles of the bronchi. 
In the nose the smooth muscle contraction has not yet been studied in connexion with the 
allergic reaction, but Lucas (1951) drew attention to the sphincter muscles of the nasal 
erectile tissue. These sphincter muscles lie deep close down to the turbinate bones. Thcir 
constriction causes stasis and cedema. Following Lucas’s line of thought the physiology 
of those deep sphincters and their role in the anaphylactic mechanism should be studied. 
If it were shown that the smooth muscles in the nasal mucosa take part in the allergic reaction, 
a closer correlation between allergy of the upper and lower respiratory tract could be 
demonstrated. 

Since the wide use of antihistamine drugs introduced by Halpern, it became clear that in 
some points the theory of the allergic reaction and the clinical facts clashed. Antihistar> ne 
drugs were efficient in counteracting the sneezing, the watery nasal discharge and the as ite 
nasal cedema. They were not as effective in relieving a more chronic form of nasal obst*.c 
tion and attacks of bronchial asthma in spite of their wide pharmacological actions, incluc » 
their atropine-like effect. An explanation has been given recently by Brocklehurst (1° »3 
who found that a human lung from an allergic person (removed at operation) rele *s, 
in vitro, in addition to histamine, a slow reacting substance which is not counteracted >y 
antihistamines. The nasal tissues have not been examined yet for the presence of the s' w 
reacting substance. 

Clinical aspects.—Although the patient’s symptoms may be confined to the nose or 
bronchi it is evident that in most forms of the allergic disorder both the upper and lo 
tracts are sensitive. Proof may be obtained unintentionally when by an injection © 
slight overdose of pollen the patient may develop asthma for the first time. It follows ' 
the whole respiratory tract of this patient is sensitive but it does not follow that during 
next hay-fever season or at any other time the patient will have clinical bronchial asth’ 
or even wheeziness. Moreover if the patient suffers from both asthma and rhinitis 
symptoms need not be due to the same antigen and need not occur simultaneously. Asthi 
may precede rhinitis, especially in childhood. Asthma, in particular pollen asthma, m: 
follow rhinitis. According to Frankland and Gorrill (1953) asthma is more likely to occ: 
in those cases of hay-fever who have been suffering from pollen rhinitis for many seasons 
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Incidence.—Figures of the incidence of asthma in association with rhinitis vary. Frankland 
and Gorrill (1953) found 42°8%. My own figures were lower, 24-5% in a series of 271 
cases of perennial and seasonal rhinitis, but cases of wheeziness without paroxysmal 
attacks of shortness of breath were not included. The incidence of asthma was higher in 
the “extrinsic” group than in the “intrinsic” group, 62 out of 199 cases (31%). It was more 
common still in the first decade. 36 children were under the age of 10 years, and 22 out 
of the 36 also had asthma. In the higher age groups the incidence of asthma was lower 
(Fig. 1). The reason for this high incidence in childhood is not clear. Little boys are 
affected more than little girls. 


INCIDENCE OF BRONCHIAL ASTHMA IN PATIENTS 
200, SUFFERING FROM ALLERGIC RHINITIS 199 
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Fic. 1.—Onset of bronchial asthma preceded onset of rhinitis in 10 cases. 

*Onset of bronchial asthma coincided with or followed onset of rhinitis in 52 cases. 











"xtrinsic factors —In the “extrinsic” group of rhinitis and asthma the history gives 
vdence for, or supports, the assumption of allergy. Amongst the extrinsic factors an 
rmous variety of ingestants and inhalants has been implicated, and under given circum- 
aces all seem to be able to cause rhinitis as well as asthma. 
Food allergens are more important in childhood. Amongst the drug allergens aspirin 
suld be viewed with suspicion. Pepys (1951) found 2-4% of aspirin-sensitive cases 
ongst his allergic patients. Aspirin may cause violent asthma and 5 grains of aspirin 
iy be fatal. Two important groups of inhalant allergens are pollen and spores of fungi. 
ingal spores are present in the air often in higher concentrations and for longer periods 
in pollen. They are being discharged from microscopic saprophytic fungi like penicillium, 
m microscopic parasitic fungi like mildews and from macroscopic fungi like toadstools, 
1 wood-attacking fungi like dry rot. 
Particle size-—The response of the upper or lower tract may depend in part on the size 
the allergenic particles and on their concentration. Davies (1952) has reviewed in a 
mprehensive way the question of dust sampling and particle size from the physicist’s 
int of view. Particles larger than 100 microns are caught by the vibrisse and expelled. 
>_rticles of a diameter of 100-10 microns will be deposited mainly in the nasal fossa, pharynx 
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and trachea. Into this category fall all pollens, larger spores and clumps of spores a: d 
medium dust particles to which bacteria may be attached. Particles of a diameter of 10-3 
microns will be deposited mainly in the bronchi and bronchioles. In this range are included 
smaller spores and smaller dust particles (Fig. 2). Once inhaled these particles cannot :¢ 
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Fic. 2.—Figures indicate the average diameter in microns. 
exhaled again because deposition has taken place. They are being removed by ciliay 
action and ultimately swallowed or expelled by sneezing and coughing. Whilst they are 
travelling on the conveyor belt to the nasopharynx the freely water-soluble allergens ere 
being dissolved and can react locally with the sensitized cells, causing edema. Consequent' ’, 
from theoretical consideration rhinitis should be caused by nasal inhalation of poll 
larger spores, clumps of spores, and asthma by inhalation of small spores. This simp’: 
scheme will not apply when mouth breathing takes place; pollen and larger spores may n: 
pass in a larger proportion to the nasopharynx, trachea and perhaps even to the bronc 
Elimination occurs by ciliary action and partly by phagocytosis. Only particles in a smal! ~ 
range than 3 microns reach the alveoli and only such fine particles, e.g. bacteria, tobac 
smoke, fine coal dust are eliminated not only by phagocytosis but also by exhalation ( 
varying proportions). The part that the alveoli play in the allergic reaction is not cle. 
(Table I). 
It would not be safe to assume too simple a connexion between the site of impingeme: 
and site of action, especially as the allergens are extremely water soluble and rapidly absorbe: 
Consequently systemic effects may arise by distribution of allergens via lymph and bloc the 1¢ 
stream and by reflex action. pol :n 
wh 





Concentration.—The concentration of pollen and spores in the air is another factor whic 
may determine the symptoms. It is therefore helpful to study the concentration of airborn: 
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TABLE I.—SCHEME OF DEPOSITION OF ALLERGENIC PARTICLES IN RESPIRATORY TRACT 
[Based on Davies (1952)] 
Diameter of 


particle 
(micron)* Particles Deposition Elimination 
Mainly: 

100-10 Pollen ‘ Nasal fossa Not exhaled 
Clump of spores Pharynx Mainly ciliary action 
Dust (with bacteria attached) Trachea 

10-3 Spores ‘ ‘ j 
Dust (with bacteria attached) Mainly bronchi | Some phagocytosis 
3-0-3 ~~ Bacteria . aaj;  Exhaled in varying pro- 

Smoke f Mainly alveoli portions 


Mainly phagocytosis 
ALL TRANSITIONS ARE GRADUAL 
*Diameter of equivalent sphere of unit density. 


pollen and spores and this is possible only by close co-operation between botanists and 
allergists. We are indeed indebted to the Asthma and Allergy Research Unit in Cardiff, and 
to Hyde and Williams (1944) who established such co-operation. Their team, joined later 
by Richards (1954), produced pollen charts and mould charts for the British Isles and 
have linked allergy and aerobiology in this country. 

Hyde (1952) has shown that in every year there is the same great increase in the pollen 
counts towards the end of May culminating in a peak period between June 13 and 25, 
following which there is a rapid falling off a few days after mid-July to a low level by the 
beginning of August. The monthly distribution of pollen asthma was checked in 26 pure 
pollen cases examined at King’s College Hospital and the Royal National Throat, Nose and 
Ear Hospital to see whether more hay-fever patients had asthma at the beginning of the 
season, at the peak or towards the end. Pollen asthma culminated in June coinciding with 
the peak of the pollen concentration (Fig. 3). This may be due to mouth breathing when 
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Monthly incidence of grass pollen in London (based on Hyde, 1950). 
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JAN FEB MAR APR MAY JUN JUL AUG SEP OCT NOV DEC 
Monthly distribution of bronchial asthma in 26 pure hay-fever cases. 
They followed the pollen calendar. 

Fic. 3. 


the 10se becomes blocked or to an increased sensitivity of the bronchial tract during the 
pol »n season. Herxheimer (1954) has shown that in sensitized man sensitivity can increase 
wh : large doses of allergens are being inhaled in short intervals. The concentration of 
airt »rne fungal spores also follows a seasonal pattern. In Englard the increase starts in 
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April, culminating in August and decreasing thereafter (Hyde and Williams, 1946, 19.3; 
Richards, 1954). 

Hyde (1952) has also shown that the pollen concentration varies in different places, being 
higher in the grass-growing lowlands, lower in large towns. In fact, pollen asthma is more 
rare in built-up areas than in the country. Allergy to fungal spores varies also in different 
regions, occurring more frequently in the low-lying humid regions than in the drier brac ng 
parts of the British Isles. The nose and bronchial tract need not respond in the same way 
to regional changes. Quite frequently patients state that in London their rhinitis becories 
worse and their asthma improves. 

Inspired by the observation of Frankland and Hay (1951) on the sensitizing influence of 
dry rot spores on the respiratory tract, Gregory and his co-workers (1953) measured the 
concentration of spores in a condemned house in London and found over 9 million spores 
per cubic metre, over 2 million spores per cubic metre in a greenhouse and similar figures 
in a mushroom house. Such places are danger zones for allergic patients and the higher 
the concentration the more likely it is that not only rhinitis but also asthma is elicited. 
Under average conditions in dwelling houses 500 spores per cubic metre were found, and 
in a house during a period of structural repair 6,000 per cubic metre (Maunsell, 1954) (Table 


Il). 


TABLE IL.—QUANTITATIVE ESTIMATE OF SPORES IN AIR 


Average conditions Danger areas 
(London) Per M® Per M3 
Outdoor. . a .. 660 Room during struc- 

Total spores tural repairs - 6,000 
average (Maunsell, 1954) 
Indoor .. in -- CO Basement with dry 
Total spores rot fruiting body 
average Dry rot spores .. 9,500.000 
(Maunsell, 1954) Tomato house 
Total spores .. 2,372,000 


Mushroom house 
Mushroom spores 2,090,000 
(Gregory and co-workers, 1953) 


Infections either in the respiratory tract or in other organs contribute to allergic reactions 
and should be treated. It should be anticipated that removal of infected tonsils, as well 
as other operations in allergic patients may lead to a flare-up of the rhinitis and asthma, or 
may even induce the first attack of asthma and should be carried out under cover of anti- 
allergic treatment. Of equal importance are emotional disturbances in the allergic patien 
and their management. 

The symptomatic treatment by antihistamines brings relief to many patients but it appear 
doubtful whether it is wise completely to suppress sneezing and watery discharge since they 
are Nature’s defences for eliminating particles. It is the aim of allergic treatment to carry 
Out preventive measures and to decrease the sensitivity by hypersensitization. This is 
highly successful in hay fever, and, as Frankland (1954) has shown recently, more so in 
asthma than in rhinitis. It is satisfactory in perennial allergic rhinitis, when given over Ing 
periods. Cortisone may be helpful even in cases in which other symptomatic treatment 1 ty 
have failed. 
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SUMMARY 


(1) In most forms of allergy of the respiratory tract both the nasal passages and ‘ie 
bronchi are sensitive although the patient’s symptoms may be confined to either of the: 

(2) The allergic reaction of the respiratory tract manifests itself by an oedema of ¢ 
mucous membrane of the nose, trachea and bronchi. In addition, there occurs in the lov r 
bronchi a contraction of the smooth muscle. 

(3) The incidence of asthma in association with rhinitis was 24:5% in a series of 
cases. It was higher in the extrinsic than in the intrinsic group. It was more commo! 
the first decade. 

(4) If a patient suffers from asthma and rhinitis the symptoms may not be due to the sa 
antigen, and need not occur simultaneously. 

(5) Whether nasal or bronchial attacks occur is determined in part by the site of deposit 
rd the allergenic particles, by their concentration in the inhaled air and probably by intrin: 
actors. 

(6) Antihistamine drugs are more effective in counteracting the sneezing and wate 
discharge than nasal obstruction and attacks of bronchial asthma. The evaluation « 
skin reactions and the choice of the hyposensitizing extract should be based on son 
knowledge of aerobiology. 
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Mr. J. C. Hogg: 

Asthma is a complex disorder of a constitutional character, more often than not hereditary, 
which has associated with it in varying degrees allergy, infection, emotional upsets and endo- 
crine disturbances. As a general rule the nasal manifestations of asthma are the result of 
the allergic diathesis, the extrinsic group mentioned by Dr. Maunsell, but as Dr. Brockbank 
has shown there is also a small but important group of patients in whom asthma seems to 
depend upon the existence of infection in the nose and sinuses. The rhinologist’s role in 
asthma is to assist the physician by assessing and, where possible, ameliorating any associated 
nasal disorder. It is my purpose to discuss the types of nasal lesions which may have an 
influence on asthma and to put forward some views as to their treatment: 

(1) Nasal allergy. 

(2) Nasal polypi. 

(3) Suppurative sinusitis. 
(4) Deflected nasal septum. 

Nasal allergy.—The nasal allergies both seasonal and perennial represent the nasal aspect 
of the asthma and rhinitis syndrome referred to by Dr. Maunsell. 251 patients with a 
history and physical signs indicative of nasa! allergy have been studied in the Ear, Nose and 
Throat Department at St. Bartholomew’s Hospital during the past two years (Table I). 


TABLE I.—NASAL ALLERGY 





Diagnosis Male Female 
Perennial .. -» BGsTs? 76 (41-1%) 109 (58-9%) 
Seasonal .. .. 66 (263%) 26 (39-4%) 40 (60-6%) 

Total 251 102 (40-6%) 149 (59-4%) 


Nasal allergy with asthma 64 (25-5%) 
Male 24 (37-5%) 
Female 40 (62:5%) 


Table I shows that the incidence of asthma coincides very closely with the figure of 24:5 % 
ioted by Dr. Maunsell in her series. We may, therefore, expect at least 1 out of every 4 
itients seeking relief from nasal allergy to give a history of asthma. Undoubtedly the true 
tio is even higher for some at present free will become asthmatic at a later date. Shire 
954) reports that asthma was present in 44°% of his cases of perennial nasal allergy. The 
sures of 60°% female to 40°% male patients appear to be constant both for asthma and the 
sal aspect of their allergy. 
The management of patients with nasal allergy presents many difficulties. Ideally, the 
der of investigation should be a complete clinical and if need be radiological examination 
the nose, followed by skin sensitivity tests, pathological investigations such as blood 
unts and examination of nasal smears for eosinophilia. In certain cases nasal biopsy 
required. Where there is clear-cut evidence of sensitivity on skin testing as there often is 
the seasonal variety, and rather less commonly in the perennial cases, hyposensitization 
ould be attempted. At the same time all reasonable measures should be employed to 
: ‘sure that as far as possible contact with the offending allergen or allergens be avoided. 
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The supervision of these patients is liz.ble to be time consuming and is, therefore, best carri: 4 
out in a clinic set aside for this purpose. The rhinologist and the physician allergist can th:.n 
see the patient together at regular intervals to assess progress and, where necessary, to disc: +s 
alternative methods of treatment. It is my belief that closer liaison of this sort will yird 
improved results and probably a material reduction in the numbers of attendances requir 
of each patient. When hyposensitization is ineffective the alternative methods of treatmc.it 
commonly employed include the prescription of drugs of the antihistamine group which : ve 
certainly valuable in palliating some of the milder cases, particularly of the seasonal ty: ¢. 
It is interesting that even when these drugs control the nasal symptoms they seldom affu:d 
relief of any co-existing asthma. Calcium may be prescribed with a view to reducing tie 
permeability of the blood vessels and is often given in conjunction with parathyroid extract 
and acids. There is some doubt as to the efficacy of these drugs. 


Cortisone and ACTH.—These hormones have come into use in certain centres, chicily 
in America, for the control of allergic states. Although the precise method of action is still 
open to debate it is possible that they act by blocking or neutralizing the antigen-antibody 
reaction, thus lowering or abolishing the tissue hypersensitivity. Stewart and Kawa (1954) 
have recorded their experience with cortisone and ACTH in the treatment of 56 patients with 
nasal allergy, of whom 8 were also suffering from asthma. During the past four months at 
St. Bartholomew’s Hospital we have been treating some cases of nasal allergy with cortisone 
given intramuscularly, using the dosage scheme and precautions advocated by Stewart and 
Kawa (Table II). 


TABLE II 

Symptom Much 
free improved Improved Failure Total 
Stewart and Kawa (1954) .. 26 16 13 1 56 
St. Bartholomew’s Hospital 0 3 4 2 9 


These 9 cases represent patients who had failed to respond to other forms of treatment. 
It is only a short time since most of our small series were treated, and it is obviously unwise 
to attach any great significance to our figures. They do not as yet, however, show results 
which are comparable with those obtained in Edinburgh, but, as Stewart and Kawa point 
out, early improvement during treatment may be followed by a temporary relapse in spite 
of adequate maintenance doses. They term this the rebound phenomenon. Suspension 
of all treatment has been followed in some cases by gradual disappearance of the allerzic 
symptoms, so that perhaps some of our .at present disappointing results may be reversed 
when we are able to review a larger series after a longer period of time. It is noteworthy 
that those who obtain a reduction in their eosinophil count have a better clinical response. 
Out of Stewart and Kawa’s 8 cases with asthma, 2 were free from symptoms, 4 were improved 
and 2 were failures. In the 2 cases with asthma in our series both have experienced improve- 
ment of their asthma and rhinitis up to date, although in 1 the relief of his asthma was 
not as immediate as the improvement of his nasal allergy. 


Local treatment.—Cauterization of sensitive spots, which are usually to be found on the 
septal tubercles and front end of the inferior turbinates, is now less commonly employ«d 
than it used to be but still merits a trial in resistant cases. The cauterization should be ligt 
to avoid unnecessary destruction of tissue. It was claimed that cauterization of the nose 
altered the whole vasomotor tone of the body, thereby relieving the symptoms of na<*! 
obstruction and rhinorrheea, but many believe that the effect is largely psychological. 


Zinc ionization.—Zinc ionization is a popular form of local treatment which rests on m: 
scientific foundations. The precise nature of the effect produced on the mucous membr: 
by this treatment has been much debated and many regard the beneficial results as bei * 
simply due to the coagulant nature of zinc albuminate deposited in the surface of the mucc 
If the current is raised to 7 or even 10 mA some degree of galvanic burn may well occ 
leading to destruction of the surface epithelium, and fibrosis. Formby (1943) reporte | 
marked subepithelial fibrosis as well as destruction of ciliated epithelium in the noses 
experimental animals, which had been subjected to ionization. Dr. Basil Kiernander (195 
to whom I am much indebted for information on this subject, tells me that for the pa 
seven years a modified technique has been used in his department at The Royal Natio: 
Throat, Nose and Ear Hospital, whereby the relatively low current of 3 mA is passed 
both nasal passages simultaneously for ten to twenty minutes. The treatment is given c 
alternate days for three weeks. Pracy and others working in collaboration with Kiernande 
have shown by biopsy that no fibrosis in the mucosa can be seen even after several week 
of this treatment. They have also found that all traces of zinc albuminate have disappeare: 
from the mucosa within two days of the ionization. The results are tabulated i: 
Table III: 
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TABLE IIJ.—IONIZATION 
Royal National T.N.E. Hospital 1954 


Patients reféfréd for ionization ie 

Completed course - a .. 143 (76 male, 67 female) 
Symptomless.. - oe Pe 85 (59-5%) 

Improved. . os a in ™ 15 (10-5%) 

Unchanged Fea pee ~ wie 43 (30%) 


[i is thought that the clinical improvement obtained is possibly due to migration of 
hydrogen ions into the cells and tissue fluids. In allergy the pH is raised above normal, so 
that these ions by reducing the pH may help to lessen the excessive permeability of the cell 
walls. Since there does not appear to be any tissue damage using this modified dosage, 
repeat or even maintenance courses of ionization can be used for those who are able to 
receive benefit from this form of treatment. 

Short-wave diathermy.—According to Kiernander this method of inducing deep heat to 
the nose and sinuses has also proved of value, particularly in the palliative treatment of 
the asthmatic child with nasal symptoms where mucosal thickening in the antra is seen on 
X-ray, but no infection is found on antrum puncture. It requires daily treatment.for eight 
or more weeks to be effective, but appears to have relieved the stuffy nose and sometimes the 
asthma in a fair proportion of cases. It has the merit of being a harmless if rather protracted 
method of treatment. 

Nasal polypi.—Nasal polypi are now universally regarded as the end-product of prolonged 
nasal edema. The alteration in capillary permeability brought about by allergy in time 
leads to irreversible distension of the mucous membrane, particularly in the tunica propria. 
There are appreciable variations in the density of the tunica, it being particularly lax in the 
ethmoidal region where the relative narrowness of the nose encourages the downward pro- 
trusion of the swollen mucosa with the eventual formation of a polypus. Gravity and the 
pull backwards of the nasal secretions may also play a small part in their development 
(Polson, 1943). Granted that a very considerable proportion of cases of asthma come into 
the allergic category it is not altogether surprising that nasal polypi feature quite often in 
their case histories. On referring to the records of 46 cases of asthma sent for a nasal 
opinion, I find that 11 (23-9°%) had polypi which were evident on clinical examination, of 
which 8 were of the simple or non-infected variety and 3 were complicated by infection of 
the nasal sinuses (Table IV). 


TABLE [V.—46 Cases OF ASTHMA 
Nasal allergy (pale mucosa) 16 
Nasal polypi (simple) 8 


Nasal polypi (infected) i 3 

Suppurative sinusitis sa 

No nasal abnormality foun 15 
46 


These figures are not put forward as representative since they were cases of asthma specially 
selected by their physicians because of nasal symptoms. They show, however, that 1 in 4 
in this series were suffering from nasal polypi. 

‘he diagnosis of nasal polypi presents little difficulty. What is more in dispute is what or 
how much should be done when they are discovered in asthmatic patients. More than 
eig'ity years ago Voltolini (1871) reported the cure of asthma by removal of polypi, and even 
in modern times the request is occasionally made that one should “remove a polypus to 
cure the asthma’. Polypi do not cause asthma being in general a response to the allergic 
ste e, but by giving rise to nasal obstruction and by interfering with the drainage from the 
sir ises, they may well aggravate the asthmatic attacks. It would seem, therefore, that the 
rer oval of obstructing polypi is indicated in spite of the alleged risk of initiating or aggravat- 
ing the asthma. In non-infected polypi simple removal to clear the airway is all that is 
rec iired, although this may well be combined with other measures, such as hyposensitization, 
an histamine drugs or even ionization to reduce excessive mucosal sensitivity. Where 
re. irrences are rapid ethmoidectomy may have to be carried out, preferably by the intra- 
na il route to avoid opening and possibly infecting the other sinuses. Many of these cases 
pr’ ent X-ray evidence of polypoid changes in the maxillary sinuses as well, but nearly all 
au iorities agree that in the absence of naked-eye evidence of suppuration obtained by 
la’ .ge or aspiration no operation on the antra should be carried out. A minority, however, 
sti believe that the hyperplastic mucous membrane so often present in the sinuses in asthma 
sh uld be radically removed. Grove (1951) reported relief of asthma in 69% of cases 
tre ted in this way. It is difficult for me to reconcile the rationale of this form of treatment 
wi 1 what is known of the histopathology of non-infected mucosal edema. Where infection 
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of the sinuses has supervened, or has been implanted upon the polyposis, more extensiy : 
sinus surgery will be required. In asthma the surgical measures most appropriate to eac + 
individual case should be employed, without any bias towards so-called conservative « 
radical procedures. In discussing this problem Guerrant, McCausland and Swinefor i 
(1951) report their results in 71 cases of asthma with proved infection of the nasal sinuse.., 
of which 37 were treated by such conservative measures as antrum puncture, polypecton y 
and intranasal antrostomy. The other 34, representing cases that had failed to respon 
to conservative treatment were subjected to radical sinus surgery of the Caldwell-Luc ar.d 
Ferris Smith type (Table V). 


TABLE V.—RESULTS (Guerrant et a/., 1951) 
Poor Improved Excellent Total 
Radical operation .. = 9 16 9 34 
Conservative operation a 7 13 17 37 


_ Results such as these show that many asthmatics do well with the simpler forms of opera- 
tions and that where possible these should be given a trial before resorting to major 
exenterations. 


Suppurative sinusitis—In infection of the nasal sinuses without changes in the mucosa 
suggestive of underlying allergy, asthma is a relatively rare complication. According to 
Rackenman and Weille (1939) there are three possible ways in which this type of sinusitis 
may provoke or aggravate asthma: 

(1) Chronic irritation of the trachea and bronchi from the inhalation of infected nasal 

secretions. 

(2) Reflex bronchospasm from inflammation in the sinuses. 

(3) Bacterial sensitization and subsequent allergic reactions. 

The first would appear to be the most likely cause of the infective type of asthma referred 
to in Dr. Brockbank’s paper. Exacerbations of tracheobronchitis secondary to suppuration 
in the nose may well act as the trigger which fires the asthmatic gun. Treatment of this kind 
of sinusitis is surgically more satisfactory than when there is an accompanying polyposis, 
and the outlook for asthma is correspondingly better as well. That this is not always so, 
however, has recently been brought home to me, as the following case history reveals: 

In November 1953 I was consulted by a male patient aged 61, who was complaining of long- 
standing nasal obstruction and discharge. This had materially worsened during the preceding 
eighteen months. He had also developed cough with occasional wheezing and shortness of breath, 
which had been ascribed to emphysema and bronchitis. Clinical examination revealed a badly 
deflected nasal septum, of which he was aware, but for which he had for many years declined the 
suggested surgical remedy. He had no discoloration of his mucous membranes, suggestive of allergy, 
and no polypi. X-ray of his nasal sinuses showed a fluid level in the left antrum, his remaining 
sinuses appearing quite normal. In view of his age and general condition an effort was made to 
clear up the infection by repeated antral lavage, supplemented by antibiotics. The suppuration, 
however, persisted, so in June 1954 a left antrostomy was performed, using the Caldwell-Luc 
approach. Three days later he developed severe bronchial asthma which has persisted with only 
short remissions up to the present time, although the antral discharge ceased within ten days of 
his operation and has not since recurred. 

This in my view was a case of potential asthma where the psychological upset of the 
operation brought on the attacks, in spite of the successful surgical result obtained. Noe 
withstanding occasional misfortunes of this nature I remain of the opinion that in asthma 
with suppurative sinusitis, which has resisted conservative handling, drainage and ventilati« 
of the infected sinuses is much more likely to be beneficial than otherwise. Provided th. 
there is co-operation between the physician, the surgeon and the anesthetist, the simpicr 
nasal operations on asthmatic patients need not be accompanied by any undue risk. 


Deflected septum.—Structural abnormalities such as a deflected nasal septum have 
years gone by been regarded as sources of reflex bronchial spasm. This belief receiv: 
support from the well-known laboratory experiments of Dixon and Brodie (1903) wi 
produced bronchial spasm in animals by means of stimuli applied to the nasal septum. 
practice, however, correction of septal deformities seldom directly alleviates asthma, a: 
may on the contrary be the initiating factor in starting or aggravating allergic nasal sympton 
Dr. Brockbank has drawn attention to the risk of such nasal operations being followed t 
asthma. I would certainly agree that luxury operations such as submucous resection « 
the septum should be avoided where allergy or asthma is suspected, unless rendered impera 
tive for the treatment of diseased nasal sinuses or the removal of otherwise inaccessible nasa 
polypi. At the same time I cannot help wondering whether perhaps the sinister reputatio: 
that nasal operations have acquired is altogether merited. Other operations, for example 
tonsillectomy, have also been followed by asthma, so that perhaps it is fairer to conclude 
that in the potential asthmatic no operations are free from such risk. 











~~ oO met eee 
ee Se 


<P 


Mr. 
Prelit 
M1 
suggc 
by th 
by la 
the s 
bran 
WI 
sinus 
the Si 
the 
(Pros 
of ul 
The 
(191% 
Th 
are, 
this 
head 
ize 1 
write 
prev 
lens- 
of th 
patie 
nece 
dD. 











If Section of Laryngology 519 


REFERENCES 
Dixon, W. E., and Bronte, T. G. (1903) J. Physiol., 29, 97. 
f oRMBY, M. L. (1943) J. Laryng., 58, 261. 
Grove, R. C. (1951) J. Allergy., 22, 550. 
(, UERRANT, J. L., MCCAUSLAND, A., and SwINEFORD, U. (1951) J. Allergy, 21, 187. 
KJERNANDER, B. (1955) Personal communication. 
Poison, C. (1943) J. Laryng., 58, 224. 
RACKENMAN, F. M., and WEILLE, F. L. (1939) Arch. Otolaryng., Chicago, 30, 1051. 
Sire, T. H. (1954) Personal communication. 
STEWART, J. P., and Kawa, M. Z. (1954) J. Laryng., 68, 193. 
VoLTOLINI, R. (1871) Die Anwendung der Galvanokaustik. Vienna. 


Mr. H. G. Bedford Russell: The Nasal Aspect of Migraine 
Preliminary report upon the contrast-radiology of mucosal swellings in the sinuses [Abridged] 

Migraine is associated with vascular changes in certain arteries: these observations 
suggest that the picture would be clearer if attention were paid to cephalic structures supplied 
by the trigeminal. In classical migraine, treatment of sinuses and teeth is rapidly followed 
by lasting relief. The nerve-supply of the meninges largely derives from the trigeminal, and 
the sensorium is frequently deceived as to the origin of impulses arriving via its several 
branches. 

While “‘migraine”’ means headache with scotoma, vomiting, &c., headaches associated with 
sinus and dental trouble are so diverse, with little resemblance to migraine at one end of 
the scale and merging with it at the other, that there is no clinical advantage in segregating 
the classical type. Examination of sinuses and teeth is facilitated by contrast-skiagraphy 
(Proetz, 1946; Russell, 1941, 1944; Adams, 1943) which, in migraine, shows the existence 
of urticaria-like swellings of the sinus mucosa, which subside during the interval-periods. 
ie first to draw attention to a relationship between sphenoiditis and migraine was Sluder 

918). 

The sinuses are not static cavities—Contrast-radiography shows that the lining-membranes 
are, in certain conditions, highly dynamic. Numerous observations of affected sinus by 
this means show that mucosal thickening occurring without headache is static: but with 
headache, increases during the attacks, and gradually subsides. It is convenient to character- 
ize mucous membrane exhibiting this capacity for altering its dimensions as “irritable”. The 
writer observed per nasem the occlusion of an opening, made into the sphenoid some months 
previously, by a concentric swelling of its lining which recalled the action of the circular 
lens-shutter of acamera. Headache occurring in attacks is always associated with irritability 
of the mucosa; but swelling of the mucosa to a moderate degree has also been observed in 
patients free from headache, so that a factor other than rapid turgidity in the mucosa is 
necessary for the production of migraine. 

Distribution of irritability (Fig. 1)—Where scotoma accompanied the migraine, swelling 
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Fic. 1.—From a case of sudden attacks of left-sided headache, with one black-out. 
Lipiodol was accepted by the right sphenoid, but not by the left, which was found 
almost full of polypi and pus. 


c the sphenoidal mucosa was constantly found. In migraine-type headaches without 
otoma, swelling occurred in sinuses other than the sphenoid. 


” 
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Visual symptoms.—The walls of the sinuses are permeable; it has also been sho n 
(Clark, 1929) that a dye instilled into the noses of rabbits was found to have staii :d 
portions of the brain within one hour: picric acid (Smith, 1940), used during the exenterat .n 
of the sphenoids, had stained the brain in a man who died after operation. Sluder (19 2) 
showed that cocaine in the sphenoids paralysed the trigeminal. In some cases of sph: n- 
oiditis the symptoms were exactly those of migraine: the diagnosis was only made ai er 
radiography or biopsy. In 10 cases with headache and scotoma there was evidence of sinusi_is. 
Allergy frequently accompanies sinusitis (Wolff, 1948), the allergen usually being bacter al. 

Case-histories suggest that local allergy is a legacy from inflammation (Russell, 1959) 
which has progressed part way towards resolution (Embleton, 1937). This approach diff-rs 
from the view that sinusitis is preceded by allergy; while allergy must indeed impair venti a- 
tion, &c., it is maintained that local allergy results from local inflammation (Freeman, 192). 

Treatment.—There is rarely an indication for drainage operations, or for exenterat on 
except where the condition is intractable. The immediate response to operation has been 
cessation of the headaches, in 5 cases freedom from symptoms for periods of 8, 17, 17, |1 
and 14 years respectively. (It is not claimed that treatment upon the sinuses, operat:ve 
or non-operative, is the approach of choice.) In cases in which there is irritability of tne 
sinus-membrane without inflammation, treatment is ‘“‘displacement” with normal saline 
and 0-5 %% ephedrine hydrochloride. 

Dental sepsis.—In adults dental sepsis is a frequent factor, as in 7 of these cases. Maxillary 
skiagrams after the introduction of lipiodol show that the oil shadow is lifted from the bone 
by oedema of the mucosa over areas of osteitis (Russell and Wright, 1952). 

Conclusion.—In migrainous patients, after the introduction of a contrast medium into the 
sinuses, skiagrams demonstrate characteristic swellings of the mucosa, more particularly 
in the sphenoids, which resemble those of urticaria elsewhere (Figs. 2 and 3). Local treat- 














Fic. 2.—Normal acceptance of the oil by Fic. 3.—Urticaria-like swelling of the spheroid 
displacement. two days later, during a migraine. 


ment results in rapid improvement of the symptoms, often disappearance of them for yeurs. 
Examination, by this means, of the sinus membranes in a large number of patients sufferiag 
from migraine and other less well-defined headaches indicates that the segregation of 
classical migraine from the headaches associated with inflammatory lesions in the heac is 
unwarranted. 
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t-rofessor Michele Arslan (Padua) said that he found the picture painted by Dr. Brockbank 
as «. clinician not depressing but stimulating. He was in agreement with Dr. Brockbank in 
his statement that, on the whole, nasal operations very rarely benefited asthmatic spasm. 
Peri.aps it was useful to draw a distinction between operation on the nose and operation on 
the sinus. He agreed that operation on the nose might bring no benefit, but it might be 
useiul to carry out radical therapy on an infected sinus. Many times he had found that 
injection of lipiodol had localized a sinusitis, and in such cases when they were sure from 
the clinical point of view that there was an infection it was better to perform a radical 
operation to remove the infected area. 


Mr. C. Hamblen-Thomas said that with regard to infection of the nose, Whittaker had 
pointed out that it lowered the threshold to allergy. He believed that the cilia had something 
to do with this. Where one had some infection there was diminished ciliary movement and 
allergy was more likely in such cases. In treating infections of the nose, one must be very 
careful, in considering operation, to do all that was possible to avoid invoking some worse 
asthmatic state. He used a cortisone “umbrella” in such cases successfully. If one used 
penicillin it was necessary first to test that the patient was not sensitive to penicillin. Ina 
number of asthmatic cases he had had great success with cauterization. It was difficult to 
explain these results, whether it was that the turgidity of the area was reduced by cauterization, 
or that the nerve ends were destroyed so that the stimulus did not arise. It would be an 
interesting point for investigation. Dickson’s nasal-bronchial reflex was an important 
factor in this treatment no doubt. 


Mr. Brian Reeves said that in the investigation of children with nasal obstruction and 
asthma the first question he asked them was, “Can you blow your nose?” Many of 
them, even up to the age of 7, had not been taught to blow their nose. Some sniff when told 
to blow. 

If it was proposed to remove adenoids in an asthmatic child or in a child with a family 
history of asthma or hay fever, the prognosis as far as nasal obstruction was concerned 
should be guarded. 

All children should be trained to blow the nose before adenoidectomy was undertaken. 


If they were unable to blow, the operation was doomed to failure. With the ability to blow 
the nose would come a clean and efficient airway, and operative treatment might no longer 
be found necessary. 


Dr. Aston Key said that some of their cases in general practice were very difficult. He 
recalled one in which a room at the seaside was engaged by a daughter of the family, who, 
knowing of the mother’s propensity to asthma, made the landlady promise that no dog 
should be allowed in the room. But the patient woke up next morning with terrible asthma, 
and the landlady admitted that five pekingese had slept on the eiderdown the previous night! 


Mr. Bedford Russell agreed with Dr. Brockbank that the removal of polypi might bring 
naterial benefit so far as the asthma spasm was concerned. Nor did he advocate septal 

section: if anything operative were considered, it should comprise removal of all the affected 
is mucosa by a sub-labial route; and this was very successful. 


or. Jack Pepys re-emphasized the association of aspirin sensitivity with nasal polyposis 
asthma. In almost 1,000 cases of allergic rhinitis, slightly more than 2°% were aspirin 
sitive and females were commoner than males. In infants and children the possibility 
allergic rhinitis was the cause of the obstruction of the upper airway rather than 
1 urged adenoids was shown by the relief of the nasal obstruction by allergic treatment or 
| palliation, without any obvious change in the size of the adenoids on X-ray examination. 
astly he pointed out that it was a pious hope to expect allergic treatment to be of more 
1 limited practical assistance, until the theory and practice were adequately incorporated 
oie and post-graduate teaching. From any point of view, the large number of post- 
luates who returned from Britain, without any instruction in this aspect of medicine, 
to be criticized. 


he President (Professor Victor Lambert) said that he taught his students that no asthmatic 
ild be allowed to suffer from any form of nasal obstruction which could be corrected. 
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He thought the reflex of Brodie and Dixon was a real entity, and that sometimes in re* 2x 
nasal asthma the attack could be broken by cocainizing the spheno-palatine ganglion or, 
perhaps more correctly, the spheno-palatine foramen. The trigger area of this reflex wa: in 
a posterior part of the nasal passage and might be excited by a spur on the septum press 1g 
on the lateral nasal wall in this position or by a nasal polypus in the same area. The :::te 
Sir James Dundas-Grant thought that a large posterior end of the middle turbinate ‘could 
act in the same way. Despite this, few experienced rhinologists approached nasal surgery 
with enthusiasm in the asthmatic patient though, of course, gross nasal sepsis might requ ire 
surgical attention. 
Haemo 
| 
Dr. Brockbank said that in the presence of emphysema the ear, nose, and throat surgeon The 
had to be all the more careful. Co-operation was very essential in all this treatment. With of the: 
regard to spirometry, they had been doing spirograms of their cortisone cases, but regarded ond on 
it as largely a waste of time. theref< 
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[March 4, 1955] 193¢ 
1945 
‘ ? Gastro 
A discussion was held on The Treatment of Bilateral Abductor Palsy, which was opened forty-e 
by Mr. H. P. Lawson and Mr. NEVILLE YOUNG. Mrs, FLORENCE CAVANAGH read a paper of gro: 
on The Occurrence of Vocal Palsies in Infancy. These papers will be published in the Journal of bar 
of Laryngology and Otology. 194¢ 
The following took part in the discussion: Mr. R. G. MAcBETH, Mr. J. C. MCFARLAND, condit 
Dr. A. Laskiewicz, Mr. G. E. ARCHER, Mr. R. D. OWEN and the PRESIDENT. ' - 
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[December 10, 1954] 


Hemophilia. Gastric Ulcer. Hamatemesis. Emergency Gastrectomy.—A. M. DESMOND, 
F.R.C.S. 

The recent interest shown in hemophiliacs generally, and the proposal to make a register 
of these individuals makes it probable that many more of them will survive, and definitive 
and emergency surgery upon them will become more common. The following case may, 
therefore, be of interest. 

Male, aged 57. 

Family history.—Very little has been discovered. One brother died of influenza-in 1919. 
One stepbrother (same mother) died 1914 from “rheumatoid arthritis”. In childhood he 
always bled and bruised easily and remembers frequent attacks of swelling of elbows and 
knees, resulting in deformities and fibrous ankylosis of these joints (Figs. 1 and 2). 

1921: Admitted with a hematemesis. No blood transfusions. 

1930: Admitted with further hematemesis. No blood transfusions. 

1945: Admitted with melana. Arthropathies noted. Blood coagulation time prolonged. 
Gastroscopy revealed an erosive gastritis and was followed by bleeding from the gums for 
forty-eight hours. Bleeding ceased without blood transfusions, but following extractions 
of grossly infected teeth, profuse dental hemorrhage necessitated the transfusion of 5 pints 
of bank blood. ‘ 

1949: Readmitted with a massive hematemesis and in spite of blood transfusion, his 
condition deteriorated rapidly. Clotting time 22 minutes (capillary tube). 

Operation.—Six hours after admission an emergency gastrectomy was performed under 
local aneesthesia for a large lesser curve gastric ulcer (3 cm. diam.) with three open vessels 
in the base, one of which was a small aneurysm 0-4 mm. diam. 

Post-operative course-—During the next three days reactionary oozing occurred from 
the wound which was packed with hemoplastin and snake venom and bank blood was 
used to replace blood loss. In spite of this the oozing continued. 

On the fourth day fresh blood was transfused and within a few hours the bleeding stopped. 
Meanwhile gastric aspirations remained free from blood after the first few hours. 
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F_5. 1.—Deformities of knees. Fic. 2.—Deformities of elbows. 
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On the tenth day patient collapsed and passed a large melena stool. This was consid red 
to be a secondary hemorrhage from the gastric suture line. Fresh blood was transf sed 
but melzna continued for eleven days. Coagulation time (cap. tube) varied from 17 to 45 
minutes. He was discharged home six weeks after operation, well and with wound hei!ed. 

His digestion has been perfect since. 

January 1952: Admitted with a large ulcer of the thigh due to breaking down of a 
hematoma (Fig. 3). 

















Fic. 3.—Ulcer lateral side of thigh due to breaking down of haematoma. 


Pinch grafts were applied but prolonged oozing from the donor area necessitated further 
fresh blood transfusions. The ulcer healed very slowly. 

June 1952: Readmitted with bilateral bronchopneumonia, from which he made a rapid 
recovery with penicillin. Sputum was rusty but not frankly blood-stained and pneumostaxis 
was considered as an alternative diagnosis, but discounted as there was never a frank 
hemoptysis. 

March 1953: Readmitted with a hematoma of the left side of the face and left con- 
junctival sac following a blow, followed by severe metzna. 

No focal cause for the melzna was discovered and the bleeding was controlled by fresh 
blood transfusion. 

October 1953: Attended out-patients with a massive hematoma of the tongue due to 
biting it with some loose dentures. 

He adamantly refused admission but resorption occurred rapidly. 

Since this time he has had many incidents of mild hemorrhage and bruising, but none 
necessitating attendance at hospital. 

In conclusion I would say that when it is proposed to operate on a hemophiliac, ‘here 
are two essentials: 

(1) A meticulous hemostatic technique, and 

(2) The availability of fresh blood in fairly large quantities. Bank blood, whilst valuable 
as an interim measure of blood replacement, has little or no value as a hemostatic. 


Comment 
Dr. Alexander Swan: In the absence of a positive family history, the diagnosis of this pa! <nt’s 
coagulation defect depended to a great extent upon the laboratory investigations. 
The findings were as follows: Hb 63% (9:33 grams %); R.B.C. 3,850,000; P.C.V. 41°; W.3.C. 
10,900 (normal differential). 
, Platelets 175,000 c.mm. (Lempert’s modification of Kristienson’s method; normal 150%": to 
50,000). 
Bleeding time 8 min. 30 sec. (Ivy’s method; normal up to 7 min.). 
Tourniquet test (Hess), negative. 
Prothrombin time (one stage method), 16 sec.; control 15 sec.; index 94% 
Coagulation times 52 min. and 54 min. (Lee and White method: normal, "4 to 10 min.). 
Prothrombin consumption test: Serum 25 sec.; plasma 24 sec.; index 96°% (normal, under 4°). 
These findings show some degree of anemia and a gross delay in blood coagulation, which, or. “"¢ 
basis of the prothrombin consumption test, could be attributed to a markedly delayed prothror: 0 
conversion. 
Normal platelet count and prothrombin time, negative tourniquet test, and the bleeding time © 
slightly above normal made it justifiable to exclude from consideration all hemorrhagic condit 1s 
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due tc the numerical or functional platelet deficiency, or excessive capillary fragility, conditions due 
to de ciencies in fibrinogen, prothrombin, and thromboplastin accelerators (factors V and VII), as 
well as those due to the presence of heparin or an excess of antithrombin. 

Three remaining possibilities were studied: (1) Conditions created by the presence of thrombo- 
plastin inhibitors; (2) Antihemophilic globulin deficiency, or hemophilia; (3) Christmas factor 
deficiency (P.T.C. deficiency). 

Note: P.T.A. was not investigated. 

(1) The absence of thromboplastin inhibitors was proved by measuring clotting times of recalcified 
mixtures Of various proportions of the patient’s and normal citrated plasma, with and without 
pre-incubation (the latter enhancing the action of the inhibitor). From Fig. 1 it can be seen 
that the addition of the patient’s plasma in proportions as great as four times the amount of normal 
plasma present produced no appreciable change in the calcium clotting time of the latter, even after 
two hours of incubation. On the other hand, the addition to the patient’s plasma of as little as 
one-tenth normal plasma reduced its calcium clotting time almost six times. These results point 
to a deficiency of some factor in the patient’s plasma, rather than to the presence of an inhibitor. 

(2) and (3). The distinction between hemophilia and Christmas disease, in the absence of fresh 
blood from either a known hemophiliac or a known patient with Christmas disease, was achieved 
with the help of the thromboplastin generation test of Biggs, Douglas and Macfarlane (1953, J. Clin. 
Path., 6, 23). This test, under certain conditions, evaluates the individual factors in the thrombo- 
plastin-forming mechanism. Five factors concerned in the test are divided into three groups: (a) 
Antihewmophilic globulin and Factor V; (6) Christmas factor and Factor VII (‘‘serum factors”): 
(c) Platelets. 

(a) Antihemophilic globulin and Factor V are retained in the so-called alumina plasma, i.e. 
plasma treated with a specially prepared suspension of aluminium hydroxide, which adsorbs pro- 
thrombin and the** serum factors”. 

(h) The “serum factors” are introduced into the test in the form of serum separated from the clot 
after at least two hours’ incubation. 

(c) Platelets are used in a saline suspension. 

When Factor V deficiency has been excluded (normal prothrombin time), the test, conducted with 
the patient’s alumina plasma and normal serum and normal platelets, wil! measure the antihemo- 
philic globulin. 

In the absence of Factor VII deficiency (normal prothrombin time), the test, conducted with the 
patient’s serum and normal alumina plasma and normal platelets, will measure the Christmas factor. 

From Fig. 2 it can be seen that whereas with the patient’s serum the clotting time curve of a normal 
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and of normal citrated plasma. 


plasma substrate approaches normal, the curve plotted on the basis of the patient’s alumina plasma 
is gi ssly abnormal, with coagulation time exceeding 90 seconds, even after five minutes’ incubation 
of t!.: thromboplastin mixture. 

Tie patient, therefore, can be said to have a severe anomaly of thromboplastin formation attribut- 
able o an A.H.G. deficiency, and can reasonably be regarded as a case of hemophilia. 
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Amyloidosis.—D. R. Ryrie, M.B. (for T. PARKINSON, M.D.). 

Mr. R. F., aged 61, herbalist. First seen in February 1954. 

History.—For past three years he had had loss of energy, and loss of weight, thirst und 
increased pigmentation of skin. He has also developed generalized skin itching and 
weakness of grip of left hand. 

Past history —Thyroidectomy in 1926. Family history.—Not relevant. 

On examination.—Very thin man; generalized pigmentation, especially of face, neck, 
axillary folds, nipples and hands. Liver enlarged below umbilicus; firm and smooth. Spicen 
not felt. Testes and hair distribution normal. Tongue and buccal mucosa normal. 8.P. 
140/90. Urine: Albumin + +; sugar + ; Bence-Jones protein, negative; granular and hyaline 
casts and a few leucocytes. Blood urea 210 mg.%. Serum sodium 335, chlorides 665, 
potassium 27 mg.%. Plasma proteins: Albumin 3-6, globulin 2-4 grams%. Plasma electro- 
phoresis, normal. Van den Bergh negative. Serum alkaline phosphatase 33 K.A. units. 
Thymol turbidity 1 unit. Serum cholesterol 357 mg.%. Glucose tolerance curve, diabetic 
type. Blood count normal. E.S.R. 30 mm. (Westergren), 2 mm. (Wintrobe), in one hour. 
W.R. negative. Chest X-ray and ECG normal. X-ray bones normal. Liver biopsy, amyloid 
changes throughout liver parenchyma. Skin biopsy, no amyloid. 

Discussion.—A tentative diagnosis of hemochromatosis was made at first, but the liver 
biopsy showed the presence of amyloid material distributed throughout the liver parenchyma 
and not confined to the blood vessels. The albuminuria and glycosuria indicated that the 
kidneys and pancreas were affected in addition to the liver. The following points indicated 
that this was the primary systematized type of amyloidosis: 

(1) The material in the liver showed some resistance to the usual stains used to demon- 
strate amyloid material. (2) The complaint of itching in the generally pigmented skin 
suggested that the skin might be involved to some extent even though amyloidosis was not 
seen in the skin biopsy. (3) Weakness of grip in the left hand might be due to amyloid in 
the muscles or peripheral nerves. (4) No primary cause could be found. There was no 
evidence of chronic suppuration, pulmonary tuberculosis, syphilis, rheumatoid arthritis, 
ulcerative colitis or multiple myeloma. 

There is no real indication of suprarenal involvement in this patient. The blood pressure 
is normal and pigmentary changes are fairly common in primary amyloidosis (Goltz, 1952). 

The history of thyroidectomy in 1926 is of passing interest in view of recent experimental 
work showing that the development of amyloid in animals following injections of sodium 
caseinate was enhanced by thyroidectomy (Perasalo and Latvalahti, 1954). However, there 
is no clinical evidence of hypothyroidism in this patient. 

So far as is known there is no effective treatment for amyloid disease. We have started this 
patient on cortisone which will be given cautiously and for a short time only as some 
reports indicate that this treatment is of no avail and others that it may aggravate the 
condition. Thyroid may be tried later. 

PosTSCRIPT (23.6.55).—Before further investigations could be carried out this patient was readmitted 
in uremia and died within twenty-four hours. Autopsy showed no primary cause for the amyloidosis. 
Amyloid was present in large amounts in the liver, spleen, kidneys, adrenals and pancreas (not 
confined to the pancreatic blood vessels) and to a lesser extent in the thyroid. 

Microscopically the tongue, skin, heart, intestines and lungs were free from amyloid. Thus the 
case was apparently one of primary amyloidosis with a secondary distribution.—D. R. R. 


REFERENCES 
Gotz, R. W. (1952) Medicine, Baltimore, 31, 381. 
PERASALO, O., and LATVALAHTI, J. (1954) Acta path. microbiol. scand., 34, 208. 


Dr. Joseph K. Perloff: The designation of primary amyloidosis was accepted, in this case, the 
basis of what appears to be the perisinusoidal deposition of amyloid usually associated with ae ry 
amyloidosis. 

Broadly speaking it is considered (1) that secondary amyloidosis exists if it is associated ~ ith 
antecedent chronic suppurative disease, if the parenchyma of the liver, spleen, kidneys and adr «als 
are involved and if the material is easily stained with congo red, methyl violet and crystal v ‘et: 
(2) that the primary or systematized form exists if there is no apparent etiologic factor, if the sta ng 
reactions are atypical, if there is absent or inconspicuous involvement of the foregoing abdor nal 
viscera and if there is selective involvement of the skin, lungs, and muscular tissues. 6 to 10° of 
patients with multiple myeloma (Glaser and Smith, 1954) have an associated ‘*secondary” amy: id- 
osis, which is grossly, histologically and histochemically indistinguishable from the primary sys ™- 
atized disease and hence is better classified with that form (Perloff, 1954). 

Several other features of this case deserve comment. Liver biopsy is often used to establish “1¢ 
diagnosis of amyloidosis but the procedure may be complicated by significant hemorrhage from ¢ 
diseased vessels. It is suggested, therefore, that alternative biopsy sites be sought, especially s. 0 
and oral and nasal mucous membranes. 
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e diabetic glucose tolerance curve suggested amyloidosis of the pancreas. Though amyloid 
is n found in the pancreatic blood vessels in primary amyloidosis, pronounced parenchymatous 
in ement is distinctly unusual. I am not aware of any cases in the literature in which diabetes 


me!litus was proved to be ztiologically related to amyloidosis of the islet tissue. 

pigmentation is another interesting feature. Addisonian pigment has been shown histologi- 
cally and chemically to be melanin (Hall et a/., 1953). Hyperpigmentation, in primary amyloidosis, 
is due to heme pigments from associated hemorrhage which may vary from minute foci of purpura 
to diffuse areas many centimetres in size (Goltz, 1952). It is not clear whether the skin biopsy in 
this case was taken from a pigmented area, but if it were then it may be significant that amyloid was 


noi reported in the small vessels, a finding said to be recorded in biopsy examination of purpuric 
areas and hence presumed to be etiologically related to the hemorrhage. 

Finally the renal lesion is of interest since azotemia and chronic renal failure are the expected 
manifestations when the kidneys are involved in primary amyloidosis. The massive involvement of 
glomeruli and the frequently described nephrotic syndrome are, with rare exception (Christian, 1932; 
Gerber, 1934), confined to the secondary form of the disease. 


REFERENCES 
CuRISTIAN, H. A. (1932) Med. Clin. N. Amer.. 15, 805. 
GerBER, I. (1934) Arch. Path., 17, 620. 
GLASER, R. J., and Smitu, D. E. (1954) Amer. J. Med., 17, 280. 
Gotz, R. W. (1952) Medicine, Baltimore, 31, 381. 
HALL, T. C., MCCRACKEN, B. H., and THorn, G. W. (1953) J. clin. Endocrin., 13, 243. 
Per_orr, J. K. (1954) J. Mt. Sinai Hosp., 21, 195. 


Secondary Hyperparathyroidism. Primary Renal Failure.—S. KARANI, M.R.C.P. 

Miss D. J., aged 41. Tiredness and general weakness began in April 1953. Gradually 
became worse and gave up work in January 1954 following teeth extraction. Later began 
to feel depressed, disorientated and developed swelling of ankles and cramp-like pains, 
mostly in calf of left leg on standing and climbing steps. Nothing else relevant. 

On examination.—Anxious frightened woman, with sallow complexion and dark tanned 
skin. Limbs not disproportionate. Brown pigmentation on lower lip. Thyroid gland 
enlarged and nodular. Subcutaneous nodules present, histology of which shows inflamma- 
tory changes only. All systems normal. B.P. 110/80. 





ss “i& 
Gs. 1 and 2.—Left hand showing (a) osteosclerosis with decalcification of the finger bones with 
ra zed outline, (b) a cyst in the head of the third metacarpal, and (c) calcified segment of digital 
ar ory. 
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Investigations.—Urine contains albumin, a few pus cells and R.B.C. sterile. Urina 
calcium excretion 30-60 mg./twenty-four hours. Concentration and dilution test 
Maximum concentration 1015, maximum dilution 1006. Fair response to water loa’. 


Urea clearance 10°% of average normal. Blood urea 168 mg./100 ml., Serum alkaliy.c 


phosphatase 48-5 K.A. units. Plasma potassium 24:5 mg.%. Carbon dioxide capacity 38 + 
vol. %. Blood cholesterol, total serum proteins and A/G ratio, serum calcium, seru 1 
inorganic phosphate, plasma sodium and chlorides: normal. Blood W.R. negati\ . 
Serum flocculation tests normal. Blood count: normocytic anemia (Hb 56%). W.B.©. 
and differential count normal. E.S.R. 35-63 mm. in one hour (Wintrobe). Sternal marrow 
normal. X-rays of (1) Bones show (a) osteoporosis (4) osteosclerosis and (c) subperiosteal 
erosions and cystic change in the phalanx (Figs. 1-4). (2) Chest normal. (3) Intravenous 
pyelogram not successful on two occasions. Calcium and phosphorus balance study 
(Table I, Dr. C. E. Dent). 





Fic. 3.—Lumbar spine showing Fic. 4.—Skull showing osteosclerosis. 
density of upper and lower parts 
of each vertebral body. 


TABLE I.—SECONDARY HyYPERPARATHYROIDISM—PRIMARY RENAL FAILURE 
Calcium balance data: 


Intake Output Blood 
mg. mg./24 hr. Balance bicar- Plasma Blood 
Date Days 24 hr. Urine Stools Total mg./24 hr. bonate calcium urea Treatment 
14 1-3 796 121 943 1,064 —268 256 | 
Aug. 4-6 = 96 “a 1,039 —243 at | aos 9-6 168 | Coestecl 
mEqg./1 mg./100 mg./100 > sled 
7-9 » 101 949 1,050 —254) _ wail ml. ml. " 
10-12 ra 105 a 1,054 —258 ~ 
13-15 ‘s 102 823 925 —129 ~131 | ] 
16-18 " 106 sa 929 —133 22:3 10-1 144 NaHC?), 
+ mEq./1 mg./100 mg./100 (6 g./d , 
6 19-21 -" 104 487 591 +205) , 205 | ml. ml. : 
Sept. 22-24 = 105 ” 592 +204f °°") J 
Phosphorus balance data: 
14 ‘1-3 883 411 623 1,034 —151 135 | 
Aug. 4-6 zs 358 ‘ 981 — 98 | Contr 
S As above riod 
7-9 » 388 634 1,022 —139) _ 139 | ye 
10-12 se 387 99 1,021 —138 f J 
13-15 = 387 553 940 — 57)\ _ 58 | 
16-18 = 388 - 941 — 58 NaHC 
As above 6 g.id 
6 19-21 -" 394 358 752 +4131 166 “Nii ala 
Sept. 22-24 oe 325 ” 683 +200 J 3 
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it will be observed from this study that correcting the acidosis improves the calcium 
and phosphate metabolism with a fall in the blood urea level. X-ray of the middle phalanx 
also showed evidence of remission of her hyperparathyroid state. Unfortunately, the patient 
refused to stay in hospital for a further balance study and it was therefore not possible to 
observe the effect of further treatment on her bone condition. She was discharged on 
sodium bicarbonate 8 grams a day and on this treatment there was marked improvement 
in her psychiatric and general condition. Unfortunately her blood urea level has again 
risen to 198 mg./100 ml. with a blood bicarbonate of 19-6 mEq./1, and itis proposed to 
increase the dose of sodium bicarbonate to 12 grams a day. 

Comment.—The occurrence of hyperparathyroidism in adults suffering from chronic 
renal disease is very uncommon and such cases clinically show (a) evidence of renal impair- 
ment mostly without hypertension, (5) iron-resistant anemia, (c) dry pigmented skin, 
(d) metastatic calcification, (e) rarely, tetany, and (f) skeletal changes which may affect 
the growth and produce various forms of deformities. In children the common renal 
abnormalities found are hydro-ureter, hydronephrosis, contracted kidneys, horseshoe 
kidney and cystic kidneys. In the rare adult form there is pyelonephritis. 

The interesting skeletal changes present in my patient are (a) subperiosteal erosion well 
seen in the bones of the phalanges which also show (b) cystic change, (c) osteoporosis, and 
(d) osteosclerosis. These bizarre changes are said to occur in primary glomerular dysfunction 
as opposed to primary tubular dysfunction in which one usually finds either renal rickets 
or osteomalacia. The exact pathogenesis of these changes is not clear and the suggested 
hypotheses for osteoporosis are (a) insidious renal damage produces acidosis as shown by 
decrease in the alkali reserve, directly by retention of acid radicals and indirectly by the 
failure of the kidney tubules to synthesize ammonia. Acidosis causes calcium to be 
mobilized from the bones to act as a base as excess of acid must be neutralized before it 
is excreted. The alternative base sodium seems to be depleted as a result of acidosis as 
judged by the low serum sodium level in some of these cases (Albright et al. 1937). Thorn 
et al. (1944) also point out the absence of hypertension in these cases, a feature shared 
with the so-called “‘salt-losing nephritis’. Absence of hypertension contributes to the 
relative longevity of the patients (Joiner and Thorn, 1953) not only by absolving them 
from vascular accidents but by preventing further chronic ischemic damage to the kidneys; 
(b) retention of phosphates caused by inadequate renal elimination causes lowering of 
serum calcium level either by directly stimulating the parathyroid to mobilize calcium 
from the bones, or excess of phosphates which reach the alimentary tract combine with 
free calcium and hinder its absorption from the gut. The occurrence of osteosclerosis is 
also not satisfactorily explained. In spite of lack of good supporting evidence many 
workers believe that hyperparathyroidism produces much osteoblastic and osteoclastic 
activity and Crawford et al. (1954) who have recently described 3 cases in which the radiological 
appearances of the bones were similar to those seen in my case, suggest, that in certain 
cases of long-standing renal failure the osteoblastic activity in certain sites greatly exceeds 
the osteoclastic activity and thus produces a true osteosclerosis. They also make two 
important observations, viz. (a) the association of the presumed long-standing anemia in 
these cases and the bones, particularly affected are those containing hemopoietic marrow; 
(6) the occurrence of disproportionate and excessive length of the limbs in relation to the 
trunk. My patient has anemia but I do not think she has disproportionate limbs. 

\t autopsy the parathyroid glands are found to be enlarged in many cases and histo- 
logically show hyperplasia of either the “large” cells or the “chief” cells or both. The 
enlargement is said to be due to phosphate retention. 

Metastatic calcification is observed in primary as well as secondary hyperparathyroidism. 
In the former, although there is hypercalcemia, it occurs only when there is damage to the 

ney substance, producting hyperphosphatemia. In the latter there is already retention 

' phosphates but the metastatic calcification occurs only when the serum calcium level is 
»cintained, probably by the hyperplasia of the parathyroid gland. The abnormal deposit 

‘alcium is said to depend on the innate alkalinity of the tissues; of course, this is not 
al'vays so and deposits can occur at other sites, for example digital arteries, as is shown 
1 my case. 

lthough ultimate prognosis in renal osteodystrophy must remain gloomy it is desirable 
sorrect the acidosis as it may produce symptomatic and osseous improvement. 


wish to thank Dr. C. E. Dent for his valuable help and Dr. J. Mullally for inviting me 
ee this case. 
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Dr. C. E. Dent: It is usually held that the bone changes occurring in primary renal failure are ti:ose 
of either rickets (or osteomalacia), or hyperparathyroidism. The picture is often confused by the 
co-existence of these two conditions and this confusion together with increasing suspicions of other 
changes has been shown by the increasing use of the term “renal osteodystrophy” to describe the 
bone changes. 

We have recently become interested in a further change in the bones, namely osteosclerosis 
(Crawford et al., 1954). By this we mean the excessive laying down of normal bone. It is hardly 
necessary to emphasize that the occurrence of this in a condition usually considered to produce 
rarefaction of bone is somewhat paradoxical. Dr. Karani’s case shows clear-cut osteosclerosis as 
well as hyperparathyroidism, which latter must of course in her case be secondary to the renal 
failure and cannot be of primary etiology. Her X-rays show that the vertebral bodies are more 
dense in the upper and lower parts than in their middle thus Showing the appearance of horizontal 
striations which Dr. Hodson and I are beginning to call the “‘rugger jersey” sign. She also shows 
sclerosis in her phalanges, these being especially well provided with well-calcified trabeculz throughout 
the medulla. At the same time the phalanges show subperiosteal erosions due to the hyperpara- 
thyroidism with the result that there is no demarcation between cortex and medulla. We have now 
seen several other cases of renal osteosclerosis. the milder cases show nicely the “rugger jersey” 
sign in the vertebra. When it is more marked it may also be seen in the peripheral bones as in Dr. 
Karani’s case, and in the most severe case we have so far seen, there was exceedingly generalized 
sclerosis of all the bones resembling the appearances of marble bones disease. We have no serious 
suggestions to make as to the mechanism for the formation of this osteosclerosis. Clearly it would be 
of great interest to discover more about it since we may well want to produce these changes i in patients 
suffering from osteoporosis and the other diseases involving bone rarefaction. It is interesting to 
compare the situation which occurs in these adult patients with that recently described in children 
(Fanconi et a/., 1952). The children present with varying degrees of osteosclerosis, hypercalcemia, 
renal failure and mental deficiency, but do not appear to have evolved in the same way as the adults 
where the sclerosis so often follows or is associated with the better known changes of renal 
osteodystrophy. 

REFERENCES 
CRAWFORD, T., DENT, C. E., Lucas, P., MARTIN, N. H., and Nassim, J. R. (1954) Lancet, ii, 981. 
FANCONI, G., GIRARDET, P., SCHLESINGER, B., BUTLER, N., and BLACK, J. (1952) Helv. paeciat. 
acta, 7, 314. 


Dr. Thomas Stapleton: Dr. Dent has suggested that this case may be related to those of the os!co- 
sclerotic variety of infantile idiopathic hypercalcemia. This may not be so, because we have evidence 
that the osteosclerotic cases of idiopathic hypercalcemia develop from the simple ones and that in the 
simple cases there is an increased absorption of calcium. It is probable that in the infants the renal 
damage results from the persistently raised serum calcium and that the osteosclerosis results |iom 
an excessive absorption of calcium. The infantile cases do not have a raised serum alkaline 
phosphatase. 


Two oS of Idiopathic Hypoparathyroidism.—P. F. Lucas, M.D. (for H. S. LE MARQua* D, 
.). 

Case I.—J. J., male aged 38. 

Early history unknown but no fit occurred before the age of 34. “Tetanus with cere’ al 
symptoms” at age 10; in hospital for four years but all records lost. Served in Eighth Av \y 
1940-1945 in category A.1. One paternal uncle had epilepsy. 

After discharge from the Army, his mental condition deteriorated and he had attack: of 
rage and drowsiness, and might fall asleep during meals. He had three generalized « 
vulsions at approximately yearly intervals, each precipitated by severe emotional sti 
following which he was admitted to a mental hospital in 1952 as a voluntary pati 
He was found to be mentally retarded but could read and write. A diagnosis of Parkinson 
was made because of mask-like facies and spasticity. Bilateral cataracts were seen. 
remained well on phenobarbitone until July 20, 1954, when he had another fit, foll« 
by seven more within one week. ; 

On admission to hospital he seemed conscious and could follow objects with his « 
but made no voluntary movements of the limbs, although he could move them in respo 
to painful stimuli; he could not speak and was totally incontinent. There was mar! 
generalized rigidity, the limbs being held in extension; the whole body could be raised 
the heels by a hand under the head. Neurological examination was otherwise norm 
apart from extensor plantar responses. The hair growth was scanty, both thumb na 
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Chvostek’s sign was 


grossly thickened and the others pitted. He was edentulous. 
pos:..ve, Trousseau’s negative. 

Biood: Calcium 7-1 mg., phosphate 4-5 mg., urea 40 mg. per 100 ml. 

Urine normal. Chest X-ray clear. Skull X-ray: Extensive calcification of the choroid 
and basal ganglia (Figs. 1 and 2). ECG: Long Q-T, inverted T1, AvL and V5 (Fig. 3). 













i i 





Fics. 1 and 2.—J. J. Skull. Calcification in choroid plexus and basal ganglia. 





28.7.54 31.8.54 28.7.54 31.8.54 





















































Fx 3.—J. J. Electrocardiograms before treatment showing long Q-T and inverted T1, TaVL and 
and TV5, returning to normal after one month’s treatment. 


reatment was with calciferol 150,000 units t.d.s. Reponse was slow at first, but after 
on. week much more rapid so that by the tenth day he was walking in the ward, continence 
recovered, plantar responses were flexor and Chvostek’s sign negative. Serum 
um—11 mg. per 100 ml. The hair and nails are now growing normally and the ECG 
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is normal. Considerable spasticity remains and his mental state is still poor but ‘.as 
improved considerably since one cataract was extracted. The other side is to be done soon. 


Case II.—R. B., female aged 31. 

An attack of mumps at the age of 2 years was immediately followed by carpopedal 
spasms, facial rigidity and difficult speech. Each attack lasted a few seconds and tlicy 
occurred from once daily to several times in an hour. She was brought to hospital at the 
age of 12 years in 1935 because of four generalized convulsions during the previous year. 

Family history.—Father, 2 brothers and 1 sister are alive and well. Mother died of 
carcinoma of colon. 6 siblings are dead; one sister died at age 9 months of fits; one at 
age 35 of fits (she was also mentally dull and had cataracts); one brother died at age 7 of 
“cerebral meningitis’. 

Examination in 1935 showed a small, thin, nervous girl; height 56 in., weight 63 Ib. 
Serum calcium was 6°! mg. per 100 ml., urine normal. Three more fits occurred within 
a few weeks and a serum calcium of 4:9 mg. per 100 ml. was recorded. Treatment with 
3 drachms of cod-liver oil and 3 grams calcium lactate daily resulted in some improvement. 
The patient defaulted until 1939 when there were more fits, and visual deterioration. 
Cataracts were found and one was needled and curetted. Teeth were poor, height 62 in., 
weight 81 Ib., serum calcium and inorganic phosphate each 6 mg. per 100 ml. Vitamins A 
and D were taken for six months when she again defaulted. She attended again in 1948 
at the age of 25 complaining of cramps in the feet and loss of vision in the untreated eye, 
but there had been no fits since her last visit. Her mentality was poor, hair sparse, teeth and 
nails dystrophic. Serum calcium and phosphate again 6 mg. per 100 ml. The right cataract 
was needled and she started calciferol 50,000 units daily. Considerable improvement took 
place and, although cramps still occurred, the serum calcium reached 8 mg. per 100 ml. 
Calcification was noted in the choroid plexus. Apart from a period of thirst and polyuria 
in 1951 when the serum calcium was found to be 19-5 mg. per 100 ml., she has been 
symptom-free since starting calciferol. The nails have improved but the hair growth is 
scanty and the mentality poor. Skull X-rays show unerupted teeth and there has been no 
change in the calcification in the choroid (Fig. 4). The dosage of calciferol has been the lowest 





Fic. 4.—R. B. Skull at age 29. 


to control symptoms, that is between 3,000 and 25,000 units daily. The serum calcium ' \s 
been between 7 and 8-5 mg. per 100 ml., phosphate between 5 and 6 mg. per 100 ml. 
(This case is described in Endocrine Disorders in Childhood and Adolescence by ~ 
Marquand, H. S., Tozer, F. H. W., and Tindall, W. J., 2nd edition, London, 1954.) 
Comment.—These two cases are shown because they demonstrate most of the featu 
of a rare syndrome. The improvement in both on treatment with calciferol was dramat 
but the dosage required to control symptoms is very different in the 2 cases. The men 
improvement following removal of cataracts makes operation well worth while. 1 
muscular rigidity has been a most prominent feature of the first case; some of this m 
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a result of calcification in the basal ganglia and, when the condition is static, it may be 
worth trying the effect of drug treatment as for Parkinsonism. Exact details of the family of 
hie second case are not available but it seems that there may be a familial element especially 

as symptoms started at an unusually early age, although there are none of the physical 
| characteristics of pseudohypoparathyroidism. 
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Kartagener’s Syndrome.—B. H. Bass, M.D., M.R.C.P. (for J. L. LivinGsTone, M.D., 
F.R.C.P.). 

i. C., aged 154 years, a schoolboy and the only child of healthy parents. 

Has been “‘chesty” since birth and was referred to hospital because of cough productive 
of thick yellow sputum. Also has nasal catarrh and frequently blocked nose. 

Has been tipping at home and usually expectorates 6 oz. sputum each day. In the last 
ten years has been short of breath on exertion, but manages stairs well. Does not play 
games at school. 

On examination.—Average build for age. Not cyanosed or breathless. Third degree 
finger clubbing. Pigeon chested, with Harrison’s sulci. In C.V.S.: Apex beat is readily 
seen and felt on the right side in the 5th space 34 in. lateral to mid-line. Normal B.P. In 
the chest, moist sounds are audible at both bases, and gastric resonance can be percussed 
on right side. Normal C.N.S. Nasal polyp on left side. 

Investigations. —Chest X-ray: Appears suggestive of bilateral basal bronchiectasis and 
dextrocardia (Fig. 1). X-ray sinuses: The frontal sinuses are not developed (Fig. 2). 
Barium meal: Right-sided stomach (Fig. 3). The appendix is seen in the left iliac fossa. 
ECG: Normal for dextrocardia. Sputum: purulent; gives profuse growth of H. influenzae. 

Treatment.—Is having a course of oxytetracycline (Terramycin) 2 grams per day and 
tipping is being continued, associated with breathing exercises. Under this regime the 
sputum has become mucoid and in amount is down to 2 oz./day—sometimes less. 

Comment.—The syndrome bearing Kartagener’s name was actually first described by 
Siewart in 1904, 

It consists of situs inversus, bronchiectasis and agenesis of the frontal sinuses, although 
sometimes the latter feature is represented by a paranasal sinusitis. 

Kartagener described 11 cases between 1933 and 1935. The syndrome is familial and 
siblings of cases have a higher incidence of bronchiectasis than would be expected. 

It has been postulated that a single recessive gene is responsible for situs inversus and 
that this gene is harmful in that it also carries a tendency to bronchiectasis. 




















Fic. 1.—Dextrocardia and lower lobe bronchiectasis. 
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FiG. 2.—To show absent frontal sinuses 
and maxillary sinusitis. 


Fic. 3.—Right-sided stomach confirming 
situs inversus. 





Thus the incidence of bronchiectasis amongst general patients attending the Mayo Clinic 
from 1920 to 1941 was 0-5 %, whilst no less than 16-5 % of 85 cases of situs inversus collected 
in the same period showed similar changes. 

The pathology in the syndrome may be an alteration in the secretory activity of the 
respiratory mucosa, although Kartagener thought there was a lack of elastic tissue in the 
bronchial walls. 

The treatment of the syndrome is the treatment of bronchiectasis. Polypi should be 
removed from the nose and infected antra washed out. Tipping daily, in association with 
breathing exercises and the exhibition of antibiotics will do much, but if the disease in the 
lungs is localized; the possibility of resection should be considered. 
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Glomus Jugulare Tumour.—J. D. GLANVILLE, M.B., D.L.O., F.R.C.S. (for J. D. MCLAGG: 
C.V.O., M.A., F.R.C.S.). 

E. L., female, aged 67. 

History.—Deafness was first noticed in the left ear six to seven years ago. Scanty bleedi: « 
from the left ear occurred four years ago. Recently there had been offensive left au: 
discharge. 

2.8.54: Sudden, profuse bleeding from the left ear; admitted to hospital. 

On admission.—A polyp was found in the left external auditory meatus. Loud vo 
could be detected on this side. 

Investigations.—Removal of the polyp for section was accompanied by brisk hemorrha 
Microscopic examination of the biopsy material revealed highly vascular tissue containi 
nests of glomus cells. The more superficial part consisted of granulation tissue with sq 
mous epithelial covering. 

X-ray: Both mastoids were moderately cellular; the pattern on the left side was poo! 
defined. The chest film confirmed the clinical findings of bronchitis and emphysema. 

10.11.54: Left mastoid exploration. A dusky-red mass was seen in the tympanum. Excisi 
of the tumour seemed feasible but this was not attempted because the anesthetist report: 
worsening of the patient’s condition. A further biopsy was taken. 

Comment.—Symptoms and signs were few since tumour growth had been slow. Ther 
had been no complaint of pain or tinnitus. Neither vascular bruit nor cranial nerve lesio 
was present. A course of X-ray therapy has been started. 








o 
Qs 


Dr. . 
types © 
coniiex 
mem or 
and the 


Calcin 
Mrs 
Hisi 

swellit 

en cu 
by fib 
mater 
the bs 
mand 

Ra 
scarri 
lesion 





2 








o 


Qs 


Clinical Section 535 


J. Hamilton Paterson; Occasionally the differential diagnosis of these tumours from other 
on ‘of posterior fossa tumours giving rise to lower cranial nerve palsies is far from easy. In this 
connexion I know of 2 patients, both of whom had tumour tissue presenting through the tympanic 
membrane as well as unilateral lower cranial nerve palsies. One had an acoustic neurofibroma 
and the other a similar neoplasm growing from one of the lower cranial nerves. 


Caicinosis Circumscripta.—C. J. M. CLARK, M.R.C.P. (for F. DUDLEY Hart, M.D.). 

Mrs. N. B., aged 51, housewife. 

History.—She was seen in 1935 with a five-year history of induration and modular 
swelling of the right anterior chest wall. The lesion was at first diagnosed as carcinoma 
en cuirasse, but biopsy showed irregular subcutaneous deposits of calcium surrounded 
by fibrous tissue and chronic inflammatory, including giant cells. Analysis of calcified 
material showed calcium carbonate and calcium phosphate. Further lesions developed on 
the back of the chest, upper abdomen, forehead, left arm and forearm, behind the right 
mandible and on the hard palate. 

Radiotherapy in 1935 and 1937 hastened the discharge calcified material and left residual 
scarring (Fig. 1). No further lesion has developed since 1937. From time to time, the 
lesions spontaneously become inflamed, suppurate and extrude chalky particles. 











Fic. 1.—Showing area of calcinosis and scarring. 


Slight right proptosis has developed since she has been under observation and no cause 
has been found for it. 

Further investigations ——Serum calcium estimations show values ranging from 7-5 to 
9-7 mg.%. Plasma phosphates, serum alkaline phospatase and blood urea normal. 

Serum proteins 8°58: Albumin 4-10, globulin 4:48 g.%. 

Flocculation tests: Thymol turbidity 4, thymol flocculation 0, zinc sulphate 10, ammo- 
nium sulphate 5 units, serum colloidal gold 1+. 

X-rays show soft-tissue calcification (Figs. 2 and 3). I.V.P., and X-ray skeleton were 
normal. Calcium balance test 1954, normal. 











Fic. 2.—Left forearm. Fic. 3.—Chest. 
X-rays showing soft-tissue calcification. 





omment.—A case of calcinosis circumscripta is described with a twenty-four-year 
h tory. The lesion developed over seven years and although it continues to break down 
frm time to time, no fresh lesions have developed for seventeen years. Benefit was derived 
fr m radiotherapy. No underlying cause has been discovered. 
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[January 14, 1955] 


Multiple Tuberculous Bronchial Stenosis—K. M. Citron, M.D., 
SCADDING, M.D., F.R.C.P., and W. P. CLELAND, M.R.C.P., F.R 
Mr. D. S., aged 31. 
History.—1940: Tuberculous cervical lymph nodes excised. Remained well until Ociober 
1951 when cough and sputum with dyspneea on exertion developed. 
February 1952: Increasing symptoms; chest radiograph (Fig. 1) revealed consolidation of 


M.R.C.P. (for J. G, 
C.S.). 











Fic. 1. 


right middle lobe and a few faint mottled shadows on both upper zones. The middle ibe 
shadows cleared in three months without treatment but symptoms persisted with incre: «ed 
occasionally blood-stained, sputum. 

December 1952: Acute febrile illness with right pleuritic pain. Radiograph showed 
right lower zone shadows which cleared slowly. Bronchoscopy revealed no abnorm2 ‘ty 
at this stage. During 1953 dyspnoea was severe, associated with loud wheezing, and he » 1s 
unable to return to work as a toolmaker. 

October 1953: Consolidation-collapse of anterior and posterior segments of right uprer 
lobe, with slow clearing. 

January 1954: Admitted to Brompton Hospital. 

On examination.—General condition poor. Respiration was laboured with stridor «~ d 
prolonged wheezy expiration. Rhonchi all over the chest, especially persistent dur’ 2 
inspiration on the right side. 

Investigations —Bronchography revealed, on the right (Fig. 2), stenoses of upper ! 
bronchi, right main descending bronchus and basal bronchi. Right middle lobe faile« 
fill. On the left (Fig. 3) there were stenoses of the upper lobe bronchi and lingular bronc! 

At bronchoscopy the right middle lobe bronchus was seen to be stenosed. Biopsy fr 
this site showed greatly thickened bronchial mucosa due to the presence of tubercul: 
granulation tissue undergoing fibrosis in which there were a number of typical tubercles 
little caseation. Sputum one ounce daily, purulent. 24 cultures negative for M. tuberculos 
Mantoux positive 10 T.U., P.P.D. 
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utment.—Streptomycin 1 gram and PAS 20 grams daily, later isoniazid 200 mg. and 
PAS |2 grams daily, together with cortisone 100 mg. daily, gradually reduced to 37-5 mg. 


G. The cortisone was given in an attempt to prevent further fibrosis occurring in the indolent 

tube culous granulation tissue in the diseased bronchi. It also diminished bronchospasm. 

Tiree months later, bronchoscopy showed the right upper lobe bronchi lined by rather 

er bluish granulation tissue and the middle lobe stenosis less severe. Biopsy showed the 
same pathology as before. 

of Now after one year’s continuous treatment dyspneea is less with increase of vital capacity 


from 2,800 ml. to 4,600 ml. and M.B.C. from 28 litres/min. to 43 litres/min. and he has 
been able to return to work. 











Fic. 2 Fic. 3. 


Comment.—Tuberculosis of the bronchial tree is known to occur frequently in pulmonary 
tuberculosis particularly in the presence of cavitation in the lung and with tubercle bacilli 
in the sputum. 

rhis case is unusual because although generalized bronchial tuberculosis is present the 
lung itself appears to be free of obvious tuberculous disease and M. tuberculosis has not been 
found in the sputum. 

'n addition to this case other patients have been seen in whom the tuberculous process was 

ey‘ensive but apparently confined to the bronchial tree. They have presented with symptoms 
nd signs of chronic bronchitis, often with severe dyspnoea, the course of the illness being 
Pinctuated by episodes of segmental or lobar pulmonary consolidation. 
The chest radiographs did not suggest pulmonary tuberculosis and sputa did not contain 
vercle bacilli. Tuberculin sensitivity tended to be low. Bronchoscopy demonstrated 
fuse bronchitis, the tuberculous nature of this being revealed by bronchial biopsy. 
sponse to antibacterial treatment alone tends to be disappointing, and there would appear 
be a place for the use of cortisone in combination with anti-tuberculosis drugs. 
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Ir. J. L. Livingstone: This is an unusual and interesting case, making more difficulties for the chest 
p ysician. The clinical term “‘endobronchial tuberculosis” usually denotes the case with a positive 
ratum and negligible radiological shadows: subsequent bronchoscopy reveals endobronchial 
u_ eration, infiltration or stenosis. This case presents with recurrent areas of atelectasis and 


an 
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repeatedly negative sputum: bronchography demonstrates multiple bronchial stenoses. It is oily 
after bronchial biopsy that tuberculosis can be diagnosed. ’ 

I have not recognized such a case myself and would like to label the syndrome “endobronc. ial 
— in spite of a minor degree of caseation in the microscopic slide, but this is danger us 
ground. 


Carcinoma of the Bladder Treated by Total Cystectomy with the Formation of an Heoc:al 
Bladder.—J. O. Rosinson, M.B., F.R.C.S. (for E. G. TUCKWELL, M.Ch., F.R.C.S.). 
W. W., male, aged 42. Brewery labourer. 


History.—Nine months’ intermittent attacks of hematuria associated with an infecied 
urine. 


On examination——No abnormality detected. 


Investigations —Mid-stream urine: deposit showed pus cells and bacteria. Culture: 
growth of coliform bacilli and streptococci. I.V.P. good excretion, no hydronephrosis. 
Cystoscopy: Large papilliferous growth above right ureteric orifice, and a second smaller 
growth on the lateral side of the left ureteric orifice. 

The bowel was prepared with Sulfathalidine 3 grams t.d.s. for five days. 

Operation.—Stage I (9.10.52): Right oblique incision. Ileum divided 6 in. from ileoczcal 
valve, ascending colon divided approximately 4 in. above ileocecal valve: ileum anastomosed 
to ascending colon to restore bowel continuity. Colic end of isolated ileoczecal loop closed, 
appendix removed. Both ureters transplanted into posterior cecal wall which was stitched 
to retroperitoneal tissue. Terminal ileum brought out through incision (Fig. 1). 


A. Anastomosis between 
ascending colon and ileum 


B. The terminal ileum 
brought out through the 4 
ant. abdom. wall. This>\ 
forms the “artificial 
urethra’”’. 





C. The ureters transplanted into the postr. 
cecal wall behind the peritoneum. 


Fic. 1.—Formation of an ileocecal bladder. 


Post-operative progress.—General condition remained satisfactory. Blood urea rose 
268 mg. % and the alkali reserve fell to 37-5 vol. of CO,°% on the third day. By the ter 
post-operative day the blood chemistry was within normal limits. No specific correct 
treatment was used. I.V.P. showed only mild hydronephrosis. The bladder requi: 
frequent washouts with sodium bicarbonate to prevent mucus blocking the indwelli 
catheter. 

Operation.—Stage II (17.10.52).—Total cystectomy. 


Section report.—Transitional cell carcinoma with evidence of infiltration of the underlyi: 
muscle. 

Progress.—The patient is alive, well and at work two years after operation. He has gainc 
2 st. in weight. The blood chemistry remains normal and there is no hydronephrosis. H: 
has been fitted with a straight St. Peter’s suprapubic tube, which passes through a rubbe 
flange fixed to an abdominal belt. The St. Peter’s tube drains into a rubber urinal strappe< 
to the side of his leg during the day, and into a bottle under his bed at night. 
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M.. E. W. Riches: This is an excellent result, but it should not be assumed that the ileocecal or 
ileal “bladder’’ has completely replaced the older form of operation. I consider that there is still 
a ploce for the uretero-sigmoid anastomosis, particularly in a young person with normal kidneys. 
By tis method one avoids the disadvantage of a permanent urinary fistula and acidosis can be con- 
trolicd if it occurs. The anastomosis should be of the semi-valvular type which, on the whole, 
ensures the avoidance of post-operative hydronephrosis. 


External Iliac Artery Obstruction Bridged by an Orlon Graft.—RusseL H. Lee, M.D. (for 
Professor J. B. KINMONTH, M.S.). 

J. E. H., male, aged 62. Clerk of Works. 

History.—For the past two years he has had pain in the left calf on walking which has 
steadily increased in severity to a point where he is now unable to work. The pain appeared 
at first after 200 yards of brisk walking, now after 75 yards slow walking. 

On examination.—Left foot colder than the right and blanched quickly on elevation. 


Pulses Right Left 
Femoral ++ 0 
Popliteal + 0 
Dorsalis pedis + 0 
Post. tibial + 0 


Investigations —Aortogram revealed obstruction of the left external iliac artery. The 
common femoral and dista! arteries on the left were patent. 

Operation (Professor J. B. Kinmonth).—A tube made of Orlon fabric was anastomosed 
to the common iliac artery above the block and to the common femoral artery below the 
block. Anastomosed side to side. 

Post-operative course—Two months post-operative he is able to walk three-quarters of a 
mile without claudication. All pulses now present on the left as well as the right. 

Discussion.—This patient is an example of arteriosclerotic obstruction of the left external 
iliac artery whose presenting symptoms were those of incapacitating progressive claudication. 
The block was by-passed by anastomosing a tube of Orlon side-to-side to patent artery above 
and below the block. Side-to-side anastomosis was used to avoid disturbing the existing 
collateral circulation. 

Orlon is a synthetic acrylic resin whose fibres can be woven into a plastic fabric that may 
then easily be fashioned into tubes of any size or shape. It is distributed in England, is 
inexpensive and readily available. 

Experimentally we have found that tubes constructed of woven Orlon fabric when placed 
in large arteries or used to bridge arterial blocks remain patent, become lined with a thin 
glistening layer of hyaline collagenous tissue, the innermost layer being indistinguishable from 
intima, and they are encased by a thick layer of fibrous tissue. We have observed no harm- 
ful effect of these Orlon tubes in animals, and they have the advantage over solid sheets of 
plastic in that they are ingrown with fibroblasts rather than surrounded and walled off as 
a foreign body. Infection has not been a problem. They have the advantage over homo- 
grafts in ease of obtaining, ease of sterilizing, and ease of fashioning into any size or shape. 
Prolonged follow-up has not yet been possible. 


Professor J. B. Kinmonth: Orlon was chosen as a suitable material for this purpose because its 
weave and texture were correct and because it was easily available in this country. It is necessary 
to use woven material rather than a continuous film so that the host tissue can grow into the pores 
and embody the prosthesis into the new structure that is formed. 
itial trials were made in dogs where aorta and iliac vessels were replaced with Orlon prostheses. 
When these proved satisfactory it was possible to use the method clinically. We have now used 
thee prostheses on three occasions. In one case renal failure caused death five days after an 
ope ation in which an abdominal aortic aneurysm was resected and the bifurcation replaced with 
Or'on because the aneurysm had commenced to rupture. At autopsy the prosthesis appeared patent 
an. functional. The second case is that reported here. The third case, also successful, was another 
of «neurysm of the abdominal aortic bifurcation which was replaced by Orlon. 

e have not so far used Orlon tubes clinically to replace the femoral or smaller vessels. We 
aw .t the results of further experiments on the smaller arteries of animals, particularly in places where 
the prosthesis will be subjected to repeated bending or folding, such as the groin or knee regions. 


Pc vcythemia, Myelofibrosis. Splenectomy, Myeloid Leukosis and Polycythemia.—RICHARD 

ASHER, M.D., F.R.C.P. 

. B., male, aged 49. Engineer. 

147: First attended with a right spontaneous pneumothorax. Found to have poly- 
cy .emia vera—plethoric complexion. Hb118%. R.B.C. 6,900,000. P.C.V. 73%. Liver 
spleen enlarged 2 in. 
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1948: Still polycythemic. Hb 126%. R.B.C. 6,600,000. No treatment. 
1949: Hb 102%. R.B.C. 4,700,000. 


1950: Readmitted with second spontaneous pneumothorax. Hepatosplenomegaly . (ill 
present. Hb 74%. R.B.C. 3,000,000. W.B.C. 6,400. Sternal puncture very difficult, 
Iliac crest biopsy—‘‘myelofibrosis”’. 


Next three years.—Spleen gradually enlarging (Fig. 1). Hb remaining around 80%. Well 
and at work. 
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Fic. 1.—Sketches taken from Out-patient notes to show FiG. 2.—30.6.54: Size of spleen before 


progressive enlargement of the spleen. operation. 


1954: Spleen now reaching right iliac fossa. Hemoglobin falling. Admitted 26.6.54 
dyspneeic and complaining of abdominal fullness. 


On examination—Anemic clinically. Spleen enormous and reaching right iliac fossa 
(Fig. 2). Hb 54%. W.B.C. 10,000. Normal differential except 7°{ myelocytes. After 
raising Hb to 71 % by transfusion splenectomy was performed 8.7.54 (Mr. T. G. I. James). 
The spleen weighed 4 kg. and showed marked myeloid metaplasia. The liver was enlarged 
and firm. A large posterior duodenal ulcer with pyloric stenosis was found and posterior 
gastroenterostomy performed. Post-operative recovery was uneventful. 


Progress since operation.—The day after operation there was a rapid rise of white cells, 
total 37,000/c.mm. (77% polymorphs, 14% primitive forms, 2° lymphocytes). Clinically 
he made rapid improvement in well-being and strength and was discharged on August | 
with Hb 69%, and 55,000 W.B.C. per c.mm. Two months later he had gained nearly 2 
felt absolutely well and returned to work but the W.B.C. were 82,000 per c.mm. and the 
liver was enlarged to the umbilicus. December 1954: Complaining of abdominal distensi-n. 
Slightly tired and dyspneic. Liver now 10 in. below xiphisternum. Hb 134%, R.B.C. 
6,500,000, W.B.C. 57,000. (Polymorphs 86%, lymphocytes 7°%, myelocytes 6%.) 
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Section of Ophthalmology 


President—HUMPHREY NEAME, F.R.C.S. 


[February 10, 1955] 


The Liaison Between the Ophthalmic Surgeon and Industry 
By Dorotuy R. CAMPBELL, M.A., M.B., F.R.C.S., D.O.MLS. 


Tunis programme was arranged to refresh our ideas on the growing requirements of industry, 
particularly in respect of the modern treatment of casualties. Our liaison with industry may 
be confined to hospital practice—or we may venture with profit and interest into the factories 
and workshops. 

As far as normal subjects are concerned our professional surveillance during infancy and 
school years must materially affect the number of juveniles who can pass the visual test under 
the Factory Act on entering industry at the age of 15 and annually thereafter to the age of 18. 
There are still a surprising number of rejects on account of amblyopia, conjunctivitis or 
blepharitis. Apart from the examination for National Service this is the only occasion when 
the State tests the visual acuity of its subjects. Public Transport Services and some of the 
large factories have their own visual standards and quite recently the National Coal Board 
has adopted them also. There is for instance a growing realization of the need to eliminate 
the hypermetrope whose eyesight is liable to fail in the prime of life from occupations which 
are undertaken at close range. There is in the main a natural selection of “eyesight for the 
particular job”—e.g. myopes find their way to close work, and those with low visual acuity 
to working tasks. The ophthalmic surgeon may profoundly affect the working life of an 
individual by providing him with appropriate spectacles. 

There is a very large field of usefulness for the ophthalmic surgeon to act in an advisory 
capacity in the selection of employees for special types of work, and in the choice of visual 
aids. There is a growing demand in industry for individuals who can see to do such minute 
work as spot welding, the winding of filaments for radio-valves, the setting of hair springs in 
chronometers and hosiery linking. Quite often, time is wasted, by the management, in 
training subjects with defective sight and poor binocular vision, and in the use of undesirable 
forms of magnification. The inevitable result is that the employees give up the work or it 
proves almost impossible to find employees to do it at all. 

There are, in addition. a most interesting variety of problems arising from illumination 
which could be solved by an ophthalmic surgeon acting in conjunction with a lighting 
engineer. For instance, more complaints of visual discomfort arise from the use of fluores- 
cent strip lighting than from any other form of illumination. These can usually be traced 
to bad installation which is either causing direct glare or too much reflection from a bright 
surface of the work. The personal investigation of such a problem usually proves most 
interesting as not only the illumination, but also the arrangement of the work on the bench, 
and the operator himself, may be at fault. Time has brought a change in the problems due 
to jlumination; years ago we were interested in miners’ nystagmus which was due to a 
deficiency of light, we now have the problems of glare and dazzle brought about by too much 
brightness. To this is added so great an increase in the speed of work that it is a wonder 
tha the human eye can sustain the demands made upon it. 

would be interesting to know to what extent poor visual acuity and defective illumination 
affect the accident rate in industry. I believe there are some statistics for this in the U.S.A. 
but as far as I know there are none available for this country. 

om time to time one finds an individual at work who is a potential danger to himself and 
the community—e.g. quite recently I found two men with retinitis pigmentosa, both night 
bli: d and with very restricted visual fields and poor vision, one working as a miner, and the 
ot! _r as the driver of express trains. What is the responsibility of the ophthalmic surgeon 
uncer such circumstances? 
e casualties According to the latest report of the Chief Inspector of Factories no 
inc \stry is immune from eye accidents. There were 7,738 major eye injuries during the year 
19. }, and of these more than half were due to particles and fragments thrown off “‘in the 
co: rse of process”. The comment in the report is that many might have been prevented if 
LY 





















542 Proceedings of the Royal Society of Medicine 14 


adequate protection had been worn. This, of course, does not include the thousa:. Js of 
corneal foreign bodies which are removed every day in works’ surgeries or hospital ca: ualty 
departments, most of which might also be prevented, and which in the aggregate must -ause 
a considerable loss of working time. 

As ophthalmic surgeons we have for many years in the past encouraged the protect:n of 
eyes in industry by the designing of numerous types of goggles. The wearing of tiicse is 
largely voluntary and is required in law (under Section 49 of the Factories Act 1937) for only 
a few processes. It is, for instance, particularly unfortunate that goggles are so little worn 
in foundries and moulding shops, and that molten metal burns and flame burns are therefore 
still prevalent. The response of the workman in this country is lamentably small in spite of 
the efforts of industrial medical officers and of safety officers, but I think that education is 
spreading. 

It is satisfactory to find that the incidence of infection in cases of injury has fallen as a 
result of the establishment of works’ surgeries. In no instance is it so apparent as in coal 
mining—where there has been a miraculous disappearance of the hypopyon or so-called 
“coal” ulcer during the last ten years, which has coincided with the appointment of industrial 
nurses and doctors at the pits. 

In industries devoted to the manufacture of chemicals, protection and first-aid measures 
have been developed to a very high level, and serious accidents are rare. The chemical 
burns which we see in hospitals are due mainly to common substances used for cleaning and 
spraying, e.g. alkalis, acids, detergents and the like. It is usually the unskilled workman 
who suffers—in handling empty containers of corrosive liquids, or through using such 
substances as lime and creosote in a careless manner—and for whom treatment is often 
long delayed. 

Prompt treatment is of such great importance in these cases that as ophthalmic surgeons 
we should satisfy ourselves that the arrangements in our hospital casualty departments are 
such as to ensure that immediate attention will be given to a case of chemical burns—and 
further that it will be kept under continuous observation for some days. If the case has 
received no first-aid treatment before coming to hospital it is still worth while instituting 
such measures as copious irrigation with water and the removal of particles, because of the 
persistent penetration of chemicals into the eye and extra-ocular tissues. The house surgeon 
should be warned that the full extent of the surface damage is often not evident until twenty- 
four hours after injury, and that perforation of the sclera and scarring of the conjunctiva 
may follow after a few days, together with secondary infection. For these reasons, as well 
as to hasten recovery and to retain useful vision, such cases should be referred to a senior 
medical officer who will appreciate the importance of admission. 

Again, corneal abrasions, perforating injuries and intra-ocular foreign bodies are usually 
seen first by the junior house officer who soon becomes expert in the treatment and repair 
of such injuries. He may not, however, realize what a degree of disability can be caused by 
a central corneal scar or by an optical iridectomy in the lower part of the iris. It is only 
when he is called upon to write reports for compensation that he appreciates the importance 
of such details as the recording of the visual acuity at the time of injury; as to which is the 
master eye; what is the final state of refraction of the injured eye, and whether binocular 
vision has been retained—or might have been restored in an aphakic eye by the carly 
application of a contact lens. 

In the busy out-patient department we are all liable to lose sight of the main concer of 
the patient, i.e. his progressive state of vision. The restoration of vision in eyes damaged 
by injury or by disease should be one of the chief concerns of the surgeon. It is not sufficient 
to effect an elegant repair of an eye and to neglect its function, as this may mean the: the 
individual workman falls out of his skilled rank into unskilled work—or that he s: ‘Ters 
considerable mental strain in striving to continue responsible work with partial sight. The 
final refraction of a scarred eye may be difficult and should therefore be completed b: ore 
the patient is discharged from hospital attendance. 

Ideally, our professional outlook should be extended still further, to a considerati: : of 
the welfare of the workman after he leaves hospital. We should be aware of the prot ms 
of the re-employment of the partially sighted and even of the blind. Industry to-da. as 
need of these individuals and the compensation report, the disability forms, and en 
forms B.D.8, which we are called upon to complete, thereby acquire a new signific: °e. 
In filling them in we should not consign the individual to the scrap-heap, if by the exe se 
of professional skill we can possibly avoid so doing. Those who lose their sight shou! >¢ 
sent for rehabilitation and training as soon as possible. Only a few years ago the secr 
of a civilian rehabilitation centre for the blind, himself a blind man, made a plea that, ~ 1 
the surgeon knows that restoration of sight is impossible he should tell the patient atc 
instead of keeping him in weary attendance at hospital (Drake, T. S., 1951, Proc. R.. 
Med., 44, 982). 
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is of Th: President said that one of the difficulties in persuading workers to wear goggles was that they 
lalty got clouded with moisture on the inside. 
ause 

Dr. M. D. Thakore pointed out that it was not only moisture which affected the use of goggles 
n of but a'so the accumulation of dust in certain trades. 
nt Dr. R. U. Gillan asked whether Dr. Campbell had considered the effect on the eye of night driving. 
orn It had always been his view that the night driver was faced with far too many bright points of light, 
aan which must have the effect of reducing visual acuity very considerably. 
of Mr. C. Schurr referred to the fine flicker in fluorescent lighting from the alternating current, 
n is which bothered him intensely. 
isa Dr. N. Langdon Lloyd said that while he would agree that there was great scope in industry for 
‘oal bifocal glasses, they were difficult to obtain under the National Health Service. He also pointed 
led out that the young person was examined annually up to the age of 18, and not only on entry into 
rial industry. 

Dr. Dorothy Campbell, in reply, said that it would be better to aim at 50% protection in processes 
res like grinding than to have no protection at all. Large spectacles did at least protect the eye. The 
cal disadvantage of dust on glasses had been overcome in coal mining and it could be overcome in 
nd other industries. 
an Many people were concerned about the problems of night driving. Only a fortnight ago she had 
ch a case of a man with choroideremia, who had very small visual fields, myopia and night blindness. 
“— His vision unaided as 6/60 in each eye. This man drove express trains. He said that he knew he 

had the complaint but he stayed on. Being a wise man he did not tell even his wife. What was the 
responsibility of the ophthalmic surgeon in a case like that? How did such a man, totally night 
ns blind, get through his first examination? He said that he always drove on a particular route beween 
re two places and knew every sound and, of course, he had a mate who could see. But what might 
id happen if he were transferred to a different route? 
as As on strip-lighting illumination, some people were more sensitive to the slow rate of oscillation 
than others. 
“ Bifocal lenses can be obtained under the National Health Service, if it is clearly stated that they 
vn are required for occupational purposes. 
y- 
a 
: The Treatment of Burns of the Face and Eyes 
By DouG tas M. Jackson, M.D., F.R.C.S. 
: Mr. JACKSON, whose remarks were illustrated by lantern slides of cases, most of them in 
y colour, reported his experience at the Accident Hospital, Birmingham. Out of the 415 
4 burns cases admitted in one year one-third—136—were burns of the head and neck, and of 
4 this number about two-thirds were domestic, and 60% of these domestic burns were in 
. children under the age of 5 years. In 20% the clothing had been alight, and the burns were 
, extensive; in only 13% of the cases was the burn confined to the head and neck; 4% of the 
' patients received their burn in an epileptic fit; only one case had impaired vision due to 
symblepharon. One eye was lost out of a smaller total group of cases in 1950 and one in 
, 1951. In both these cases the patients were unconscious at the time of the accident. 
| Burns involving the eyes and the eyelids were often accompanied by burns of large areas 
| s he rest of the body. Treatment was time-consuming and involved long nursing in 
; ospital. 
| An important point was the diagnosis of the depth of the burn. Would it require grafting 
or vould it heal in two or three weeks without grafting? It was very difficult to tell by 
loc .ing at the burn whether there was full thickness skin loss or part thickness. It might 
be charred on the outside and yet there might be only partial skin loss. Before twenty-four 
ho:.rs the skin might have a circulation, it might blanch on pressure, and yet that skin might 





tur out to be full thickness skin loss. The pin-prick test was useful. If the patient could 
fec! the prick sharply the burn would show itself three weeks after the injury as partial 
ski: loss; but analgesia did not always imply full thickness loss. 

it was possible to excise a deep burn on the day of the injury it was a great help and benefit 
to \e patient. One such example was demonstrated on slides in which the whole skin had 
besa burned during an epileptic fit. This was replaced with a fairly thick skin graft, and 
in at way it was possible to carry out a one-operation cure, whereas waiting for three weeks 
an then grafting would give time for fibrosis. 

he present-day treatment of burns of the face was to leave the face exposed, limiting 
lo: | therapy to insufflation of penicillin powder several times a day. This may help to 
le: 2n infection with hemolytic streptococci, the organisms which matter most for grafting. 
ides were shown of skin grafts suitable for covering the whole face. Eyelids were not 
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a particularly urgent part of the face requiring treatment before the rest. ‘The 
whole of the face, including the eyelids, should be done together. Mr. Jackson shc ved 
examples of the improvement which could be effected. It was important if one coulc cut 
a thick split skin graft to use a single sheet for the forehead and a single sheet for the che >ks, 
going down to the neck. One would only attempt it, however, if one was happy aboui the 
bacteriology. The principles were the same whatever the extent of the burning of the «ye, 
the removal of all dead tissue and the grafting of viable tissue. 

After grafting, little sequestra of bone sometimes caused abscesses. Ectropion mizht 
also develop. The upper lid was much more difficult to treat than the lower because the 
cornea had to be covered. When the eyelids alone were concerned and required grafting 
tarsorrhaphy was not employed. When the cheek or forehead was involved there was 
obviously a considerable length of graft to contract, and the contraction might affect the 
eyelid; in such circumstances tarsorrhaphy was indicated, but it was never necessary in the 
acute stage. 


The Treatment of Burns of the Face and Eyes 


By R. D. WEEDEN BUTLER, M.R.C.S., L.R.C.P., D.O.M.S. 
Surgeon to the Birmingham and Midland Eye Hospital 


I HAVE often had the privilege of acting in a consulting capacity to Mr. D. M. Jackson’s 
Burns Unit at the Birmingham Accident Hospital. I have also been fortunate to work 
at a Special Eye Hospital in the centre of an industrial area and at a General Hospital in 
a district where chemicals are more widely handled. 

These factors are important. If, for instance, one’s clinical work is confined to a special 
hospital it is a fact that many types of intracranial lesions are comparatively rarely seen: 
so with burns. In our Eye Hospital one rather tends to get the local eye picture and 
definitely a narrower view with regard to treatment. 

But burns, whether by hot metals or gases, caustics or other chemicals, are frequently 
so widespread that they are first presented to a General Hospital, due to the primary danger 
to life rather than sight. Thus the ophthalmologist is used first in a consultative capacity, 
and it is necessary for him to fit in his advice and treatment in a form which is compatible 
with the general treatment of the case. Later on the position of primary importance 
frequently changes—often with an intermediate stage where the plastic surgeon is all- 
important. 

I first came upon this situation at the Burns Unit of the Birmingham Accident Hospital 
where I was asked to see a man who had been severely burnt in a petrol explosion a few 
hours previously. He had extensive second and third degree burns of the head and face, 
chest, and arms. The eyelids showed marked destruction of tissue but the tarsus on all 
four lids was not badly damaged. Both cornez and conjunctive were very badly involved. 
He was being treated for shock, and it was hoped to do his main dressing in a few hours. 
He was far too ill for us to bother about dealing with a few foreign bodies scattered about in 
the cornez and conjunctive. I proposed that his eyes should be treated four-hourly with 
atropine and oil and flavine drops to begin with and later switch to a water soluble antise ic 
drop when the pain in the eye had eased. 

I was asked if I could avoid dressing the eyes for several days (I believe ten) as if so ‘1 
whole case could be treated closed up except for windows for the nose and mouth aid 
so avoid the great risk of secondary infection through two more windows, and drops runn’ g 
under the dressing. They proposed to use penicillin cream on the face. The met!: d 
was to apply this liberally and bandage the whole area and leave it untouched for liter: 
a week or more. 

I did not think there was a hope for the eyes and so, summoning up all courage, I asked 
atropine to be instilled several times prior to the first dressing to get as full dilatation of 
pupils as possible, and then that they should pack the lids and eyes with the cream and cl: 
up the whole face as they wished. Later I attended the first dressing and was greatly : 
prised to find both eyes more or less free from inflammation. Not only this, but the 
were not badly adherent and the cornez were healed and the nebulation was far less extens 
than I expected. 

Since then I have frequently adopted the same treatment for the “mainly eye” cases 
my own clinics, and have had far less anxiety than before. It may be that the trauma 
four-hourly irrigations, rodding and application of drugs to the burnt and devitaliz 
tissues of the cornez and conjunctive do more harm than good in the initial stages. 

Since this first case I have had several others where the combined general and loc« 
dressing has been employed without any disastrous sequele. 
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. T = next advantage of a Burns Unit, as far as the eyes are concerned, is that there is 
j an e..pert in plastic surgery attached, and I am sure that their inclusion of the skin of the 
t eyel’ ‘s in their large one-piece skin graft leads to better results than most of us could achieve. 

W hen, however, it comes to symblepharon and getting a mobile eye again, I am convinced 
that ‘his does come within our sphere. I am quite convinced, however, that this process— 
often in many stages—can be delayed with advantage. Later the tissues are more viable and 
the patient is usually quite used to surgery and is also desperately anxious to regain comfort 
and perhaps a little more vision. I have found them most co-operative and grateful for so 
little. 

In dealing with bands and gross symblepharon the principle should be to cut conjunctiva 
as little as possible and to remove none. All fibrous bands underneath it should be very 
carefully dissected out, and often the incisious should be sutured up in the opposite axis 
é to the original cut, in order to give length to the conjunctiva where it is needed. One feature 
which is very common in burns is for the cornea to be overgrown from the limbus by con- 
junctiva-like tissue, well supplied with blood vessels. This can be shaved off from the 
centre outwards and is useful in giving extra conjunctiva where needed and therefore extra 
mobility. The edge is sutured to the limbus. The denuded cornea is protected with 
medicated vaselin. Sometimes the lids are sutured in the open position and I have employed 
a speculum for twenty-four hours to keep the fornices from closing up again. 

The time to consider whether vision can be obtained by corneal grafting is after the eye 
has settled down with little vascularization, maximal clearance of the cornea and with the 
fullest mobility possible. 

My personal experience in this sphere is slight but, from my colleagues, particularly Mr. 
M. J. Roper-Hall, I gather that burns of the cornea, when treated by grafting, do badly 
compared with grafting for other causes such as nebulze after ulcers and the dystrophies. 

Experience has shown that the best results come from a lamellar graft followed by a full 
thickness graft at a later date. At the first operation particular attention is given to the 
destruction of blood vessels in the corneal tissues by actual cautery—thus clearing the way 
for the second operation. 

So far, the management of a bad case of burns of the eye, complicated with severe general 
burns has been described, irrespective of the type of the burn. 

Now an attempt will be made to give a survey of burns where the eye was the major 
factor. These were often complicated by some facial burns of the first and second degree— 
but only small areas in the second degree. For this purpose the case sheets for the past 
three years of admittances to our male treatment wards were examined. Regrettably the 
records proved to be very incomplete, particularly as regards exact history and final vision 
and notes about scarring. Apart from this, the picture leaves out minor burns which would 
put up the figures for lime burns and acid burns which were treated as out-patients. 

Leaving out females cuts down explosions of gas ovens, frying fat, and hair-curling tongs 
as the causes of the accidents. 

Further, the three-year period proved to be too short to include corneal graft cases, as 
these are too active to be dealt with in that period in most instances. 

In this ward 57 cases were admitted in the three years. 


we _ 


Ss we Va 


Of these: 
22 were bilateral. 1 was due to gas. 
27 were due to hot or molten metal. 1 was due to disinfectants. 
22 were due to lime or other alkalis 6 were treated with amniotic grafts of 
and unspecified chemicals. which 2 were bilateral. 
2 were due to acid. 2 eyes were so badly burnt by metal that 


they were excised. 


is significant that nearly half the cases were from metal burns, and were clearly defined 
on ‘rst presentation, the majority being due to “‘blow-outs” while casting. In some cases, 
on © pening the lids, a metal cast of the fornices fell out of the eye. The main early feature 
of ese cases was that there was gross destruction of the tissues where the metal touched, 
na:sely the conjunctiva, sclera, and lids, or the cornea and lids, or all four. They were 
au‘. matically admitted at once. The courses of the cases depended on the areas involved, 
the jepth of the burn into the sclera, or cornea, and the age of the patient. Scleral burns 
see ied to be deeper, probably due to lid pressure at the time of the accident, than those 
wh re the cornea was involved alone with burns of the lids when they closed. But in these 
the metal often fell out at once. Old men seemed to heal far more slowly than the young 
or 


= 





mblepharon was more common in metal burns and more complete than from other 
Cai es, again due to the natural apposition of the two burnt surfaces. 
ften the scleral burns alone, although sometimes deep, affected vision in the end very 
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little. They were often quite small but deep and healed slowly. The corneal ones 
very dense and deep nebule. 

The only two eyes excised occurred among the metal burns. 

Lime and caustic burns do not, on the whole, seem to be as bad as they were years ag: 
perhaps it would be more correct to say that the severe burns presenting themselve 
not as frequent as they used to be although, with increasing use of chemicals in ind 
there are more accidents involving the eyes. This is undoubtedly due to efficient ambu 
rooms in factories and more immediate first-aid kits beside the vats and machines in a 
run works. 

A large number of slight caustic burns are never admitted but treated in out-patien 
follow-up departments. 

But there isasnag. Quite a number of the admitted cases of caustic burns, on presentation, 
showed no obvious corneal damage, but had marked injection of the conjunctival vessels. 
Later, the vessels of the limbus were occluded and looked coagulated and the cornea was 
ulcerating. These are probably due to poor nourishment by the limbal vessels and possibly 
secondary infection. 

The majority of the immediate admittances were due to lime, chiefly connected with the 
building trade where first aid is often absent or sketchy and the lime is also in solid form and 
not easily removed properly, especially from the upper fold of the upper fornix. Thus the 
eyes—often both—are subjected to lime and grit for some considerable time before 
treatment. 

Alkalis in fluid form are more easily dealt with—even under a tap—but again, both eyes 
are often involved. 

It is regrettable that in trade processes the chemicals involved are called by such names 
as “pickle” or Fluid C, &c., and it takes time to find out the cause, as this may be an acid, 
alkali, or degreaser. 

The effects of caustic burns vary from slight injury with complete recovery—but sometimes 
with a very sensitive eye for months and epiphora and photophobia—to gross destruction 
with some of the most complete corneal opacities, symblephara, and an immobile eye. 
Healing is slow with much new vessel formation in the coagulated conjunctiva and cornea. 
One of the worst seen was with a proprietary depilatory. Some spurted out of the tube and 
gradually her whole cornea became opaque with the appearance of china. Several con- 
junctival and mucous membrane operations were needed to free the globe and allow the 
lids to close. This depilatory was very adherent and very caustic. There was even a warning 
on the tube about not using it near the eyes. 

In practice it seems that most of the bad burns are from molten metal including almost 
complete destruction of the globe as in the two cases where the eye was excised. But 
caustics, and particularly solid alkalis, do produce a great many blind eyes as regards 
nebulz and their course is more insidious. 


TREATMENT 

There are three main fundamentals: Firstly, remove the cause, then realize that the 
tissues are very devitalized and need little or no further irritation and, lastly, guard against 
secondary infection. 

As in eye treatments for other conditions, fashion plays a part, and in every Eye Hospital 
no two surgeons may be using the same treatment, so with burns, and it is significant that 
the cases do equally well or badly. 

The fashion as regards drugs is now for the sulphonamides and the antibiotics. 

Earlier it was all oily drops to begin with, followed by a weak antiseptic drop later. 

My own preference has been for saline lotion, atropine 1 °%%, and penicillin cream, in recent 
years, for all groups after a very careful toilet of the lids, fornices, and eyes. I shoul. like 
to leave them closed for several days but have not risked it except in conjunction wi:') the 
gross body burns mentioned earlier. It seems to work equally well with burns ce to 
metals or caustics. 

Most of the metal burns in the group under discussion were treated with Albuci:. 6°, 
ointment, and the caustics with chloramphenicol 0-5°% ointment. Neither of thes: is a 
great favourite of mine. In both types of burn cortisone drops were used in the later . iges 
to reduce the congestion of the cornea, while pannus was being formed, and I think it is ‘ite 
rational, particularly as it gives the patient greater comfort. 

Eight eyes burnt with metal were treated with amniotic grafts which were closely app! - | to 
the globe fornices and lid margins and sutured in position, and several were treated t'. 5 In 
earlier years. The results were fairly good, particularly in preventing adhesions. his 
method should be explored further, but it should be preceded by an intensive cou’. of 
penicillin drops for several hours. The chief disadvantage is that it is very hard to sec OW 
the cornea is progressing through the graft. Its use cuts down late plastic repairs enorme ‘sly. 
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One case was treated with heparin drops. It was a lime burn and not severe and it did 
well. No conclusions are drawn from this isolated case. 

In « large number of cases systemic penicillin or sulphonamides were given, probably 
empirically and were, probably, a waste of money. 

In conclusion, the final results of severe burns are bad—not so much as regards total loss 
of eyes, but as regards the final vision obtained and the prolonged treatment necessary. The 
periods were rarely under six weeks, and often ran into years. The position is intensified 
by the fact that so often both eyes are involved and the patients in the prime of life. 

There should be close co-operation between the general surgeon, ophthalmologist, and 
plastic surgeon, in the initial stages of the treatment as well as in the follow-up of the cases. 


Mr. N. P. R. Galloway asked Mr. Butler if he found BAL of any use in the treatment of burns. 
Mr. Butler said that he could give no answer. 


Dr. N. Langdon Lloyd, referring to Mr. Butler’s remark that where there was good first-aid 
treatment in the factories the results were better, said that there were many fashions in the immediate 
treatment of chemical eye injuries in factories. In factories there might be bottles of sodium 
bicarbonate of various strengths from 1 to 5°%, bottles of buffered phosphate solution, bottles of 
saline, or bottles of water. 


Mr. Butler said that the first thing was to know what treatment was used in any particular industry, 
what chemicals were being dealt with. The best treatment was to wash out the eye to get rid of all 
debris and pack the whole eyelid up, using penicillin cream. He did not think it mattered whether 
the wash-out fluid was acid or alkaline or anything else. 


Mr. M. D. Thakore asked whether penicillin was likely to make the cornea react unfavourably, 
just as skin of the eyelids occasionally did? 


Mr. Harold Ridley said that immediate first aid was of the utmost importance. No late treatment 
compared with immediate and copious irrigation with plain water. When the patient reached 
hospital it seemed important to irrigate the eye with the most appropriate fluid and also to assess 
whether or not the conjunctiva was viable or was about to necrose. Did Mr. Butler consider that 
excision of necrotic conjunctiva was an important therapeutic measure? It seemed to the speaker 
that if dead conjunctiva was left, subconjunctival fibrosis occurred diminishing the blood supply 
to the limbus, thereby increasing corneal damage. Personally he thought that removal of necrotic 
conjunctiva and its replacement by a conjunctival graft was very helpful in severe burns. 


Mr. Butler said he thought that unless the eye was very dirty the more it was left alone the better. 
One got a lot of molten metal burns and a lot of caustic ones with acid, and he thought that as long 
as there were no tags or anything of that sort it was better to get the eye as quiet as possible and 
excise the conjunctiva when the oedema had settled down. The eye might be very swollen, and it 
was better to let it subside. 


Mr. G. Black asked whether there was any possibility of making good conjunctival losses by the 
use of cadaver material and whether it had been found possible to use a vascularized membrane from 
the conjunctiva from the cadaver for transplantation to another person. 

Mr. Butler replied that he had not used any of it, he had used mucous membrane. 

Mr. H. M. Symons said that he had seen it tried as a temporary measure; it did not last very long. 


The President: The same sort of effect as the amniotic membrane? 


Mr. Symons spoke of his experience in regard to clouding of the cornea with amniotic membrane 
grafts, which was mentioned by Mr. Weeden Butler. During extensive use of the method while it 
was being developed, it had been found that it was not wise to cover the cornea completely, but 
to cul out a small central window in the membrane. 


Mr. H. B. Stallard said replacement of extensive conjunctival loss had been successfully done 
by gr ‘ts taken from the great omentum. 


Mr. A. G. Palin asked whether Mr. Butler had used cortisone in the early stages of these burns. 
Ever, »ody knew the danger of using it too early in a cataract operation. He had one patient who 
in th: “irst World War in 1917 suffered from a severe mustard gas keratitis, and trouble had recurred 
So th. ' twice during the last year he had come up with ordinary keratitis. More than half his cornea 
was volved. The orthodox treatments were applied for forty-eight hours, and then he tried 
corti ne, with the result that the condition cleared up like magic within two days, and within 
anot! +r two days had healed amazingly, although at the outset he had suggested a fortnight. 


_—— said that in the out-patient department, in cases of milder burns, cortisone had been 
used iitially. 
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DISCUSSION ON HORMONES AND CANCER 


ical Sir Stanford Cade: It is now accepted that cancer of the breast and prostate are hormone- 
dependent in a considerable proportion of patients. The endogenous carcinogenic factors 
have been the object of much research and the most important observations can be sum- 
marized as follows: (1) CEstrogen-induced tumours in animals have been obtained in the 
| breast, the uterus, the kidney, the testis and in lymphoid tissue. (2) CEstrogenic tumours 
. in animals are formed only if the supply of cestrogen is continuous, incessant and prolonged 
an. and not intermittent as it would be normally. (3) In the human female the epithelial 
elements of the breast, the uterus, fallopian tubes and vagina are normally, that is physio- 
logically, dependent for their development and maturation on the presence of cestrogens. 
(4) Cancer arising in the epithelium of some of these organs, normally dependent on 
estrogens, are often also hormone-dependent, indicating a genetic characteristic of such 
tic epithelium. (5) Castrated women continue to excrete significant and even large amounts of 
cestrogenic compounds in the urine. In men castration is usually followed by an increased 
excretion of 17-ketosteroids in the urine. (6) The post-menopausal ovary may be active and 
its stroma a source of cestrogens (Huggins and Dao, 1953). (7) There is evidence of 
estrogen stimulation of the uterine endometrium and vaginal epithelium, long after the 
menopause; such oestrogens are believed to be derived from the adrenal cortex (Huggins 
and Dao, 1953). (8) Following castration there is hypertrophy and increased function of 


OS. the adrenal cortex. (9) Adrenalectomy is followed by a fall in the 17-ketosteroids in the 
urine and by the disappearance of cestrogens. (10) In the absence of target organs (the 
0S. gonads and adrenals), and hence in the absence of circulating tissue-affecting hormones in the 


blood, there is a constant stimulus to the hypophysis to produce the appropriate trophic 
hormone. Constant activity of the adenohypophysis is therefore maintained after the 
menopause and throughout old age. 

The putting of this knowledge into practice has taken a long time and was done 
gradually. This, too, can be summarized: (1) Oophorectomy for cancer of the breast was 
‘0- first performed by Beatson in 1896. Beneficial effects of ovarian ablation or radiologically 
induced artificial menopause have now been observed for a sufficiently long period and by 
a large number of independent workers, to indicate that in about 30% of patients with 


- advanced cancer of the breast remissions are obtained for periods of six to twelve months 
and in a few for three to five years (Huggins, 1954). (2) Androgens have been used for the 
jo past sixteen years and their beneficial effects in advanced breast cancer are well known 
4. ‘ (Huggins, 1954). (3) GEstrogens were first used for cancer of the prostate and subsequently 
for breast cancer. Relief of symptoms and prolongation of life are now well established 
a. (Huggins and Hodges, 1941). 


he control of cancer of the breast and prostate by endocrine methods has led to a new 
conception that cancer is not necessarily, as previously thought, an autonomous and self- 
x. perpetuating disease, but is dependent on its hormonal environment (Huggins, 1954). It 
has focused our attention on the “tumour-host” relationship. It is accepted that cancer in 
the breast and prostate can be “sustained” by normal hormonal function. 

1e limitations of endocrine control of mammary and prostatic cancer by cestrogens 


™ 


1€ anu androgens have led Huggins to try bilateral adrenalectomy and gonadectomy with 
sh the object of eliminating all known sources of steroid hormones. This has become an 

estxdlished method of treatment which is capable of controlling advanced and disseminated 
a cancer in a proportion of patients, to an extent unknown hitherto. 





\€ present position of adrenalectomy can be summarized as follows: (1) Control of 
wicely disseminated breast and prostatic cancer is obtained in about 60% of patients. 
4. The degree of improvement varies from a temporary alleviation of symptoms to a most 
rer irkable improvement and restoration to a near normal state of health. Objective 
im) ‘ovement, that is disappearance of the primary growth and of visceral, skeletal and 


5. sol’ tissue metastases, is obtained in about 30% of the patients (Cade, 1954, 1955). 
(2) There is no method of ascertaining beforehand if a tumour is hormone-dependent or 
i noi and hence the operation is still undertaken in the dark, on the off chance that it may 


prc e successful. (3) Life on cortisone presents certain risks of sudden adrenal insufficiency 
LY 
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both cortical and medullary, with sudden onset of an emergency which requires i) tra- 
venous hydrocortisone, noradrenaline and intravenous infusion. (4) Failure to respor.d to 
adrenalectomy is not always due to the persistence of a source of steroid hormones in 
accessory adrenals, as meticulous search for them at autopsy fails to reveal them. 

Hypophysectomy.—In 1952 Perrault first removed the pituitary for an advanced bi cast 
cancer. In 1953 Luft and Olivecrona began a study of the effects of hypophysectomy in 
advanced breast and prostatic cancer and in certain cases of diabetes. The rationaic of 
hypophysectomy is clear, the ablation of the source of gonadotrophic and somatotrophic 
hormones, thus inactivating the adrenal and gonadal function, and the removal of ACTH. 
In addition the removal of the lactogenic hormone may show that in prostatic cancer hypo- 
physectomy may be more effective than adrenalectomy. In recent experiments Huggins has 
shown that luteotrophin will induce lactation regardless of age and in castrated women and 
also in men. It is clear that factors other than steroids affect the physiological state of the 
breast and hence its epithelial activity, both normal and abnormal. These factors are 
hypophyseal in origin and indicate that hypophysectomy may prove of a wider field of 
usefulness than adrenalectomy. In the hands of skilled neurosurgeons, ablation of the 
pituitary is no more dangerous than ablation of the adrenals. But complete removal is 
essential as even the smallest portion of the pituitary if left behind will continue to activate 
mammary and prostatic cancer. The advantages of hypophysectomy are obvious and amongst 
these is the lesser dependence on cortisone substitution. 

The future.—The next step in the endocrine control of cancer lies in the hands of the 
laboratory worker, chiefly the biochemist. Simple and accurate methods of estimating 
cestrogens and gonadotrophin in the blood are urgently needed. The pattern of steroid 
hormone excretion and the estimation of the trophins before and after gonadectomy, 
adrenalectomy and hypophysectomy may lead to a differentiation of the hormone 
dependent from the hormone-resistant cancer. 

On the clinical side it is obvious that hormone dependence may be a feature of cancer 
other than of the breast and prostate. The most obvious are the melanin-producing 
tumours, so deadly and so uncontrollable. Adrenalectomy has, so far, proved quite 
ineffective in these pigment-producing tumours and the very recent report by Hudson 
and Bentley (1955) that in man the pituitary has a melanophore-stimulating hormone 
(melanophore-expanding hormone) or intermedin, is a further indication for hypophysec- 
tomy. With the object of removing gonadotrophins, should hypophysectomy be tried also 
in chorion-epithelioma and teratoma of the testis with greater than normal activity? 

The most urgent need for these studies at present is accurate laboratory methods to 
estimate various hormones and these in turn will render the hormonal treatment of cancer 
less empirical, less speculative and more precise in its indications. 

The importance of the endocrine aspect of cancer is only just beginning to be appreciated; 
it is possible that therein will be found the key or one of the keys not only to the control 
of the disease but even to its prevention. 
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Sir Charles Dodds: Hormones in cancer can be considered under two headings: (i the 
empirical period and (2) the science period. 

(1) The former was the age in which it was realized that in the case of the male the ' stes 
were associated with the function of the prostate and that castration frequently pro: ..ced 
an amelioration of prostatic enlargement. It is claimed that John Hunter recomm:: Jed 
removal of the testes, but whilst I have been able to identify the passage in his wr gs 
dealing with the relationship between the testes and the prostate, it has not been po: le 
to find that Hunter actually recommended removal. 

It was rapidly shown that good results were only obtained in carcinoma of the pro ‘‘¢ 
and bilateral orchidectomy was practised on and off up to the 1940s. Sir George Be 2 
in 1896 published the results of his observations on the effect of bilateral oophorec 
in cases of inoperable carcinoma of the breast. He maintained that the disease was g! 
improved and the progression of the growth slowed up by this operation. Subseq' 
Statistical observations have proved the correctness of his view. 
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(2) The science period may be said to have commenced in the 1930s. The sex hormones 
had been introduced and their constitution worked out. The operation of hypophysectomy 
on the rat had been performed by Selye and this had led to the understanding of such 
hormones as the gonadotrophins and later the adrenocorticotrophic hormones. 

In 1938 a long series of experiments in the Courtauld Institute terminated in the synthesis 
of stilbeestrol, a very highly potent synthetic oestrogen. For the first time it was possible 
by the use of this material, when given by mouth, to produce an intense cestrogenic back- 
ground to the body. The application of this knowledge was at the disposal of Charles 
Huggins and resulted in his classical observation on the use of cestrogens in the treatment 
of carcinoma of the prostate. Later in 1945, Dobriner perfected the method of studying the 
urinary steroids and claimed that there was perhaps a defective metabolism of these substances 
in carcinoma as evinced by the appearance of an abnormal urinary steroid in this condition. 
Subsequent workers have, however, failed to confirm this. 

Further advances were made in the treatment of patients who became refractory to 
stilbcestrol. Huggins and his colleagues demonstrated that the relapse of these patients 
was associated with the production of androgens in the body and they rightly concluded 
that the suprarenal cortex was the source of this material. Huggins, therefore, adopted the 
method that the suprarenals should be removed in such cases. It has been advocated that 
removal of the pituitary in inoperable cases of carcinoma of the prostate and breast presents 
yet another approach. This work has been done mainly by Olivecrona in Stockholm and 
37 cases have been reported upon. It has been suggested that one of the many reasons 
for success in this operation is removal of the growth hormone. 

From the purely scientific point of view we are obviously only at the beginning of this 
very important subject. At the present time the application of this hormonal technique 
has not led to a cure, but only to palliation and prolongation of life and, it is claimed, 
diminution of pain and suffering. The surgeon has to perform these operations not knowing 
whether the patient will respond or not. Until we have a method of assessing which 
hormonal background will respond best to these operations, the surgeon will continue to 
be in the dark. One of the great drawbacks is the extreme difficulty in the estimation of 
estrogens, as the very range in which we require information is about the limit of the 
present methods and before progress can be made new techniques will have to be evolved. 

Curious anomalies crop up in this subject and we are faced with what appear to be 
diametrically opposed results which we cannot explain. For example, whilst it is universally 
recognized that all cases of carcinoma of the prostate will respond to stilboestrol, at least 
for a time, it is also equally well recognized that a statistically significant percentage of 
cases of inoperable carcinoma of the breast will also respond with oestrogen treatment, 
yet we have the accepted evidence that bilateral oophorectomy has a beneficial effect in 
this condition. Again, inoperable carcinoma of the breast can also be favourably affected 
by the administration of androgens, admittedly in very high doses. A possible explanation 
is that both oestrogens and androgens act in such a way as to inhibit or accelerate the 
control of the growth, but this is pure conjecture and is awaiting further investigation. 


Dr. G. L. Foss: Hormone Therapy in Advanced Breast Carcinoma 

In 1946 a clinical trial was started in Bristol to try to assess the value of cestrogeus 
and androgens on very advanced Stage IV cases of carcinoma of breast. This work was 
part of a large-scale clinical trial organized by the British Empire Cancer Campaign and 
includes 106 patients who were under observation until death. 


Age distribution at onset of hormone therapy: 


Age in years y 4 
Below 40 - nn 8-5 
41-60 . . $75 

61+ .. -- 340 


The menopause had occurred in 81% (irradiation or oophorectomy in 12-6%). 
Only 11 patients had not received previous standard therapy. 


Survival 
Survival y 4 

distribution of metastases: » A in years Alive 

Lymph nodes .. és 7 si 5 Cae ss 55°5 

Skin nodules, ulceration or infiltration 70-0 1 es 31-2 

Bones .. Me re bis .. 528 2 11-6 

Lungs, pleura .. we a -- 330 3 4-7 

Other breast .. “a os ~» a7 4 4:7 

Other metastases : ms .. 143 5 0-94 


Average age 55 years; average 
length of survival 48 weeks. 
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Based on English Life Tables No. 10, 1930-32, the mean number of weeks lived in five 
years was 18-6%, of the expected survival. After calculating the actual percentage expectancy 
of life in five years for each case, a statistical analysis showed the following: 


Group Age % expectancy S.D. 
I Up to 40 years 9-42 +36 

If 41-60 years 16:3 +2:1 
Ill 61 years + 24:5 +4°45 


The difference between Group I and II, and Group II and III is not significant, but 
between Group I and Group III the actual expectancy of life is significantly increased 
outside the range of random chance. 

strogens were given chiefly to the older patients. If they were able to tolerate it, doses 
of stilboestrol 5 mg. q.i.d. were given until death, and in some this was raised gradually 
to 20-50 mg. q.i.d. before clinical improvement was noticed. 

Bleeding at some time during therapy occurred in 31-:2°% of 61 menopausal women. 
In 23 patients given 5-50 mg. q.i.d. there was no bleeding during the treated lifetime— 
in some cases up to 125 weeks. Toxic symptoms occurred in 40-3 %. 

Androgens were given to 57 patients. 35 of these (or 61-4°%) had bone secondaries. 

The dosage used was 200-300 mg. daily of testosterone propionate, phenyl propionate 
or isobutyrate, or 100 mg. daily of methyl androstenediol. This dosage was continued until 
clinical or radiological improvement and then the intervals were increased or the dosage 
reduced but treatment was maintained for life. One patient who survived for 260 weeks 
received 170 grams of androgens. 

Virilization was common, but there was also an individual susceptibility: 


Hirsuties .. .. 33 patients = 58% 
Voice changes i a » =45y 
Enlarged clitoris .. 15 » =e 
Increase in libido .. 14 » =246Y 
Acne. . F 11 » = 193% 


Toxic signs such as nausea or vomiting 
were found in 29-8°%. 


In the records of these cases there is ample evidence sometimes of spectacular temporary 
improvement both clinically and radiologically. In the elderly post-menopausal patients 
without bone metastases, good temporary palliation was often found with cestrogen therapy 
for soft tissue metastases. No improvement occurred in bone secondaries or in young 
patients. Androgens sometimes give temporary relief of pain and radiological improvement 
in bone secondaries and may often control glandular metastases at any age except those 
under 40 years. 

Summary.—Of these 106 patients with extensive metastases approximately one-third 
survived one year and one-tenth for two years. Percentage expectancy of life increased 
with the age of the patient when first treated. Details of dosage of both cestrogens and 
androgens and the side-effects are discussed. 


Mr. Alfred A. Loeser: 


If medium or massive doses of any hormone are incorporated into the human body 
over a long period or if any of the endocrine glands are removed, an imbalance of the 
interior milieu of the body is created and consequently the metabolism is disturbed. 

Cancer cells in such a disturbed interior milieu may grow more quickly, sometimes 
more slowly, or they may even lie quiescent till they have adapted themselves to the new 
milieu, the new soil, in order to grow again. But thyroid hormone tends always to restore 
a more normal metabolism in the play and counterplay of the endocrine glands. 

When we remove ovaries or adrenals or both together in advanced breast cancer cases, 
we increase the trophic hormone of the anterior pituitary by removing the cestrogen brake 
from this gland, and elaborating among others more thyrotrophic hormone; which in its 
turn increases the production of thyroxine, in case of a normally responding thyroid ¢!and. 

Why then should we not give thyroid hormone from the beginning, instead of removing 
gonads and adrenals? We should not fear the effects of cestrogens elaborated in the body 
if we counterbalance them by thyroid hormone. The urinary excretion of 17-ketosteroids 
and of oestrogens is markedly increased if thyroid hormone is administered. 

If we give oestrogens or androgens in advanced cancer cases we should never forgct to 
give thyroid hormone at the same time, in order to spoil the soil in which cancer recurrences 
could reappear (Loeser, 1950, in Sth Int. Cong. Cancer Res., Paris). 

The same holds true of hypophysectomy in advanced breast cancer cases, as alter 
hypophysectomy we have, apart from cortisone, to give thyroid hormone in any ©?sS¢- 
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It is the thyroid hormone above all which restores a more normal metabolism unfavourable 
to cancer growth. Thyroid acts like an anticarcinogen. 

Hypothyroid conditions are more often than one would believe accompanied by growth 
of benign or malignant tumours in the breast and genitals. 

| have shown that thyroid hormone alone after radical cancer operations as soon as 
the main growth is removed can prevent recurrences, even without deep X-ray therapy. 
By so doing we decrease the lipids in the body which always favour cancer growth, and 
increase the intracellular protein-bound histamine, which may act as a kind of defence 
hormone against cancer growth (Loeser, 1953-54, Trans. med. Soc., Lond., 52, 54; 1954, 
in Int. Cong. Gynec. Obstet., Geneva). 


Dr. Ian F. Sommerville (with the technical assistance of Miss M. J. Lucraft and Miss 
E. M. Roberts): Steroid Metabolism in Breast Cancer. 

There is an urgent need for a fuller understanding of the biochemical mechanisms 
involved in the hormonal dependence of breast cancer for its sustained growth and in the 
rationale of such forms of therapy as bilateral adrenalectomy. The present report arises 
from an attempt to throw some light upon the subject by a study of the intermediary 
metabolism of progesterone in patients with advanced breast neoplasia. These patients were 
under the care of Sir Stanford Cade and in all cases the operation of bilateral adrenalectomy 
was performed. These results are of a preliminary nature and represent only one facet of 
the metabolic experiment. 

he hormone was administered by intravenous infusion in propylene glycol and the 
urinary pregnanediol was determined in catheter specimens by a modification of the method 
of Sommerville et al. (1948). Sixteen experiments of this type have been carried out in 
10 patients—seven before adrenalectomy and nine after the operation. The patients were 
post-menopausal and all but one of the pre-operative cases received the same dose (50 mg.) 
of cortisone as they were to receive post-operatively. 
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Fic. 1.—Intravenous administration of progesterone to a post-menopausal woman with 
breast cancer. 


Fig. 1 shows the results of such an experiment and it will be seen that the pattern of 
excretion is closely similar in the pre- and post-operative phases. This was a consistent 
finding and the pattern was also closely similar to that obtained in healthy post-menopausal 
women. On the other hand, the proportion of administered hormone excreted as urinary 
metabolite varied from one patient to another and in the same patient before and after the 
operation. Thus of the 5 patients in whom both pre- and post-operative investigations were 
carried out, 3 showed increased post-operative recoveries, whereas 2 showed decreased 
recoveries. In the case illustrated, the percentage of hormone recovered as urinary metabolite 
Tose from 5:3% to 11°4%. 

It is difficult to interpret such results in patients where the pathology is so complex and 
when so little is known about the fate of the remainder of the hormone. The present series 
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does indicate, however, that, unless cortisone itself is the factor, adrenocortical activity is 
not essential for this phase of progesterone metabolism—despite the probability that 
progesterone is involved in steroid biogenesis within the gland (Hechter and Pincus, 1954), 

It has been previously stressed (Sommerville, 1952) that experiments in which one urinary 
metabolite is determined after administration of a steroid hormone afford little more than 
a glimpse of the intermediary metabolism, and it may be that a clearer view will result 
from a study of the levels of the hormone and its metabolites in peripheral blood. 
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Mr. A. G. Ellerker: 

A clinical relationship between non-toxic goitre and malignant disease of the breast has 
been noted for many years, but animal experiments have yielded conflicting results. 

In 1952 I examined 100 women in the 40-60 age group, who had had a partial thyroidec- 
tomy performed at the Royal Free Hospital between 1945 and 1947. The results of this 
investigation were reported by Loeser (Brit. med. J., 1954, ii, 1380). In 6 of these women 
who had received no subsequent thyroid medication, a carcinoma of the breast had 
developed. This seemed to be an abnormally high incidence, and therefore I decided to 
review all the breast cancers admitted to the hospital since January 1951. 

Up to the present time 157 case histories have been examined. 12 patients, or 7:6%, 
had a history of thyroid dysfunction. 9 of these were reported to have a clinically palpable 
non-toxic goitre, while 3 had previously undergone a partial thyroidectomy elsewhere. 

Although these two series are not large enough to be of statistical significance, I believe 
that further investigations may show that many cases of breast cancer are hypothyroid 
subjects, and that the thyroid hormone acts as an anticarcinogenic agent. 


Dr. J. G. C. Spencer: Goitre and Cancer 

A notable correlation has recently been shown to exist between goitre incidence and the 
incidence of malignant disease in its broad sense... not limited to carcinoma (Spencer, 
1954, Brit. J. Cancer, 8, 393). This correlation appears to operate in 15 countries in four 
continents, for it was only in Africa that I was unable to find sufficient data on which to 
base any conclusions, for one is of necessity restricted to those countries that are capable 
of providing reliable figures both of cancer incidence and of goitre. World Health 
Organization figures, corrected for age and sex and various goitre surveys have provided 
enough data to make clear correlations in Holland, Belgium, England and Wales, Scotland, 
Australia, New Zealand, Japan, Iceland and perhaps some parts of Germany and Spain. 
At a later stage in this work I found that other workers, notably Dr. Percy Stocks, had 
some thirty years ago found this same correlation in Switzerland, U.S.A., and Norway 
and Sweden. 

The susceptibility to malignant disease in general does therefore appear to be influenced 
in its incidence by local factors: a conclusion reached forty years ago by Hoffman. And if 
thyroid dysfunction can be established as one of such local factors, it may be a significant 
step forward towards a reasoned biochemical approach to the treatment and even to the 
prevention of cancer. 

Except for certain autopsy evidence from the Middlesex Hospital some years ago, the 
clinical observations are still fragmentary and will remain so until the results of clinical 
trials become available. Such animal experiments as have been done undoubtedly lend support 
to the thesis that thyroid dysfunction is in some way bound up with cancer incidence. 

Certain ideas have been advanced to give a rationale to these findings, and of ‘hese 
perhaps the most interesting is that thyroid hormone is capable of reversing the depoly- 
merization of the mucopolysaccharides of connective tissue and that this depolymerization 
is known to be brought about by hormones of the anterior pituitary T.S.H., acting not 
unlike hyaluronidase, a substance that has been found in several malignant tumour: 

While I feel that this fresh approach to the cancer problem could with profit be pussued 
by biochemists—for the problem must eventually be solved at the molecular level—! put 
in a plea for the use of thyroid or the less toxic iodoproteins in some form in post-opera‘ive 
cancer cases as a simple, easy and cheap form of ancillary treatment. As such it may ‘ell 
influence the susceptiblity or immunity to cancer and it may, of course, be begun at once 
rather than having to wait for the clinical deterioration which implies the necessity ior 
adrenalectomy or hypophysectomy. Nor should it be forgotten that there is the possibil'ty 
of the prevention of cancer in its many forms by steps no more complex than those well 
understood and practised for the prevention of goitre. 





Sectic 
page . 


Dr. 
a par’ 
conce 
other 
Thi 
occup 
with s 
forgot 
Hutct 
are Cc 
cream 
Life 
that h 
and b 
In 1 
close 
specia 
The 
manifi 
a mor 
affecti 
of the 
and a 
certair 
lupu 5 
Ppoik 1h 
disea ( 
intesti 
Is it 
distinc 
by fu 
pulmo 
The 
as yet 
little 
Varico: 
bewild 
sectior 
new «1 
and | 
JuLy 





d, 


int 








Proceedings of the Royal Society of Medicine 


Section of Medicine 
President—Professor Sir HENRY COHEN, M.D., D.Sc., LL.D., F.R.C.P. 


[February 22, 1955] 


DISCUSSION ON CUTANEOUS MANIFESTATIONS OF 
SYSTEMIC DISEASE 


Dr. John T. Ingram: It must not be forgotten that the skin is no more and no less than 
a part of the whole and therefore participates in all that concerns the whole whether those 
concerns be vascular or nutritional, hematological, metabolic, endocrine, nervous or of any 
other character. There is not one medicine of the skin and another of the rest of the body. 

This is too often forgotten and will continue to be forgotten so long as dermatology 
occupies so lowly a place in our medical curriculum and examinations and is provided 
with such poor facilities and encouragement in university and teaching hospital. It was not 
forgotten by the great surgical and medical masters of earlier generations, the Jonathan 
Hutchinsons, the Oslers, and I am aware that some of our masters to-day, as our President, 
are conscious of the importance of the skin. But there is not sufficient attraction for the 
cream of our graduates to pursue dermatology. 

Life being so much a matter of adaptation it is wise to bear in mind the important part 
that has been played by the skin from the beginning of time in adaptation to our physical 
and biological environment. 

In the interpretation of cutaneous manifestations it is also important to remember the 
close link developmentally between the skin, the central nervous system, the organs of 
special sense and the endocrine system. 

There is hardly any systemic disease or disorder that is not associated with cutaneous 
manifestations or a cutaneous manifestation that has not a systemic aspect. I believe that 
a more ready assumption of this approach might well help to throw light upon obscure 
affections both in the dermatological and the general field. Among the more spectacular 
of the fruits of this approach in recent years we have seen sarcoidosis and scleroderma 
and acute lupus erythematosus pass back from the dermatological to the general. It is 
certain that we shall steadily increase the realms of understanding in this way, that chronic 
lupus erythematosus, cyclical recurrent ulcers of mouth and vulva, parapsoriasis en plaques, 
Poikiloderma and many other exotic dermatoses will be seen as manifestations of systemic 
disease—just as the ills of unknown origin of internal organs like disseminate sclerosis and 
intestinal polyposis, and so on, will be seen in a similar light and sometimes through the skin. 

Is it not exciting that circulatory disturbances in the extremities may be followed by 
distinctive structural changes and sclerosis called acrosclerosis and may be accompanied 
by functional changes in cesophagus and gastro-intestinal tract, by hiatus hernia and 
Pulmonary disorders? But what lies behind all this is rather obscure. 

There are clearly fundamental aspects of physiology and of pathology of which we have 
as yet no understanding, to which I believe the skin can contribute. But it is alarming how 
little we understand of such things as itching, of circulatory dysfunctions generally and 
Varicose veins. Pathological reactions in the skin are apt to leave the general pathologist 
bewildered. I saw a report recently which could get no further than saying that “this 
section reminds me strongly of something I have never seen before’. We are rapidly finding 
new ind intriguing things as fibrinoid necrosis of collagen and lupus erythematosus cells 
and | think we know not where we are. 

JULY 
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I do not suggest that there are not any isolated ills of the skin, traumatic, infective and 
neoplastic, but even they have their counterparts elsewhere and so can be studied with 
advantage in the skin. 

I am also conscious of the fact that external environmental influences bear upon the 
skin and its behaviour as, for instance, in relation to circulatory affairs, influences which 
perhaps do not bear significantly upon internal organs. It is clear, nevertheless, that we 
are in the main well adapted and that where such influences produce abnormal effects, as 
with chilblains and dead fingers, there is in fact a systemic factor at work also which is 
more fundamental. 


ERYTHEMA NODOSUM 


But I have been asked to give attention in these opening remarks to erythema nodosum 
and erythema multiforme and I gladly do so because I know little about them and shall 
hope to learn. 

I wish first to remind you of the early descriptions of the entity by Trousseau who met 
it in epidemic form and later by Lendon under the title of Nodal Fever. The view has been 
upheld by Symes and Maxwell Telling in this country and is still supported by so eminent 
an authority as Miescher of Zurich largely on the grounds of histopathology. The associa- 
tion with other ills as tuberculosis or coccidioides infection is regarded as an expression of 
biotropism—similar to that of herpes simplex with malaria or pneumonia. 

I do not at all subscribe to this view but mention it to stress the distinctive characters 
of the true clinical entity of erythema nodosum and to protest against the inclusion of 
various nodose erythematous rashes under this label. The affection is an acute pyrexial 
illness necessitating often admission to hospital, characterized by pain and by tenderness 
in the very distinctive lesions of particular distribution. I am not going to detail these 
features but merely emphasize the distribution, the distinctive redness of the nodes them- 
selves and the fading through the colours of a bruise, indicative of hemorrhage. These 
particular observations have always been stressed and are not to be casually by-passed. 

From time to time I am asked to see a patient in a surgical ward admitted as an acute 
case with erysipelas or cellulitis of one lower leg which proves to be erythema nodosum, 
unilateral at that stage. I mention that to indicate the real acuteness of the problem— 
features absent from such false eruptions as are provoked by sulphonamides. I am familiar 
with the suggestion that such drug eruptions are due to the fact that they have been given 
to patients potentially susceptible to erythema nodosum from an infection they happen 
to be carrying and that the drug merely tips the balance in favour of reaction, but I have 
difficulty in accepting this view. 


Allergic factors—Points I would like to make about erythema nodosum proper are 
first that it is an allergic pattern of vascular reaction of capillaries or small arterioles to 
some organism in situ, an organism to which the particular patient is sensitive and which 
has been carried there through the blood stream usually from some recent primary focus 
of infection. I would emphasize that in my opinion it is not due to toxins or drugs but to 
organisms and that it means a recent primary infection—I liken it to the eruption of secondary 
syphilis and I believe it can be caused by a wide range of organisms. I have twice seen it 
with the rash of secondary syphilis—both patients incidentally having the primary chancre 
in the mouth. 

In young people, in this country, I believe it is usually due to tuberculosis and 
indicatesa primary infection in the preceding few weeks or months which can very often 
be demonstrated. The common example is the young nurse who contracts the disease in 
hospital. But the importance is to find the primary focus or, if not found, to keep the 
patient under observation and to find the source from which the patient has contracted 
the infection and bring both under observation and control. I believe you will all accept 
this group of cases and their importance and I will not elaborate on features such as the 
conversion of the Mantoux test. Ryle and others described school children whose infection 
had been traced to phthisical school teachers. ae 

What proportion of patients in the stage of what I might call ‘secondary tuberculosis 
(using that term in the same sense as in “secondary syphilis”’) show the allergic sensitiveness 
to the tubercle bacillus I do not know, but the analogous erythema nodosum shown by 
oe from coccidioides infection in California is said to occur in about 5% of tose 
infected. 


Cutaneous or systemic allergy—A second point I would raise is whether erythema 
nodosum is a cutaneous or a systemic reaction. In so far as it is a vascular reaction I should 


expect.it to be systemic. We see it in the conjunctiva and the iris—I imagine that it may 


occur in any organ but my physician colleagues will no doubt tell me. On the analogy oc! 
other allergic reactions dependent upon vascular structures, as the gummatous reaction, 
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we know that both in syphilis and in tuberculosis gummata may occur in any site where 
there are blood vessels. 

There are no doubt particular skin components to certain allergic skin reactions which 
determine their arising in the skin only. Is this true of reactions that are essentially 
vascular? I should not have thought so. 


Circulatory influences.—A third point of interest to me is the distribution in the skin 
which points, I think again, to a vascular, circulatory influence. 

What is the nature of those circulatory influences which predispose to the ill and what is 
the mechanism behind them? Circulatory components enter into the etiology of many 
ills but we are still very vague as to their significance. We see it in the form of perniosis and 
spasm and recognize that there is some relationship between these and rosacea, lupus 
erythematosus, and dermatomyositis, to mention only a few dermatoses, but there is also 
a responsible relationship with cardiac and gastro-intestinal dysfunctions and with systemic 
scleroses. 

Erythema nodosum does not progress to gummatous reactions. Gummatous reactions, 
syphilitic and tuberculous, are, however, also determined by circulatory influences and as 
you know in the case of the tuberculous, commonly arise in veins where the circulation is 
sluggish as in the backs of the calves of girls with a chilblain circulation. But I must leave 
this question of circulation, merely suggesting that it is worthy of further study not only 
in the skin, but in relation to its systemic importance. 


Other causes of erythema nodosum.—I must refer to other causes of erythema nodosum 
than tuberculosis. Most chronic infective diseases show such a phase and I have already 
mentioned coccidioides infection in California. Dermatologically it is sometimes seen with 
other “ide” reactions in ringworm infections and fungus has been cultured from the blood 
stream in such cases. 

Meningococcal septicemia is of particular interest to me for several reasons. It is the 
only example I know where all the characteristics are present except that the lesions are 
of miniature size and are distributed widely and profusely over the body, though mostly 
peripherally. At the beginning of the last war I was asked to see these cases in France 
by Sir Arnold Stott and Dr. W. S. C. Copeman before any of us knew what they were and I was 
able to say that they were lesions consequent upon an allergic reaction to an organism in 
situ which had come through the blood stream. I think I am right in saying that the first 
Positive culture of the meningococcus was obtained from an excised lesion of the skin, 
blood cultures at first having been negative. 

I believe with others, that a common cause of erythema nodosum, in adults particularly, 
is infection from a hemolytic streptococcus and I believe the mechanism to be the same. 
That recurrences are seen in this condition and in chronic meningococcal septicemia, but 
not usually in tuberculosis or syphilis I cannot explain, but no doubt some of you can 
explain this to me. The gummatous reaction in tuberculosis is however commonly recurrent. 

I very clearly recollect having an attack of typical erythema nodosum myself at the age 
of 10 years. At exactly the same time my sister aged 5 had an acute painful swelling of many 
joints with pyrexia. We were both labelled rheumatism, given three months’ holiday, taken 
off games during the winter for the rest of our school careers and are both now, forty-five 
years later, full of robust health. 

Erythema nodosum is seen in association with those recurrent cyclical ulcerative 
affections of mouth and vulva which go by a variety of names and are thought probably to 
be infective, though not proven. 

I am not sure that the lesions in sarcoidosis are true erythema nodosum and not merely 
a nodose erythema and I have not seen the characteristic hemorrhagic feature. Nevertheless 
I am prepared to accept that they are erythema nodosum and it may lend support to 
Danbolt’s continued belief that sarcoidosis is due to a specific infection. 

I must, however, confess that I have recently seen almost classical erythema nodosum 
accompanying the rather acute onset of a supposed chronic myeloid leukemia, as part, I 
believe, of that disease and not a coincidental infection. If that is true and is the experience 
of others it must allow for an allergic reaction of the erythema nodosum type from causes 
other than infection.! 

Let us, however, remember in practice that common things most commonly occur even 
though we know that no dictum is absolute in medicine. 

To summarize—erythema nodosum is the expression of a phase in infective disease, 


‘PosTSCRIPT.—This patient was subsequently shown to be suffering from acute tuberculosis which 
had heen responsible for blood and other changes simulating myeloid leukemia. 
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the secondary phase. It will follow shortly after the primary infection, when the infecting 
organism has got into the blood stream and the erythema nodosum indicates that the 
particular patient concerned is specifically sensitive to that organism. 

We are getting familiar with the interpretation of clinical pictures in terms of a phase 
of sensitiveness. 

Pathology has not, I think, caught up with clinical medicine in that regard and probably 
has much to contribute. 


ERYTHEMA MULTIFORME 


The condition of erythema multiforme has quite a different etiology and pathology from 
erythema nodosum. 

It is a recurring, cyclical reaction of peripheral vessels of unknown cause but not, so far 
as is known, due to organisms in situ. It is almost certainly a sensitization reaction of sorts 
and the target pattern of lesions is obviously the result of involvement of vessels probably 
on the arteriolar side and of different size. The sites of election, hands, feet, elbows, knees, 
face, etc., suggest that the causative agent is only effective where some sluggishness of the 
circulation favours a more prolonged contact of the cause with the vessels and this would 
explain its common absence from the trunk. But this is not the whole explanation and rarely 
other sites—as flexures, axilla and groins—are chosen. In any case some 50% of patients 
affected show lesions on the buccal mucosa and sometimes other mucous membranes. 


Among the different patterns of eruption we see varied combinations of vermilion 
erythema and purple congestion, oedema and infiltration, vesicles and bulle and purpura. 


Sometimes we observe papular and nodose lesions but without the distinctive characters 
of erythema nodosum. 

Exactly similar pictures can result from the effect of toxins from infective organisms and 
from drugs and from metabolic toxins. A very careful overhaul of such patients should 
therefore be made but it must be admitted that results are usually negative. A personal 
predisposition is obviously present and probably an abnormal vascular physiology or even 
pathology. A relationship to lupus erythematosus, both acute and chronic, is probable but 
there are no particular affections of other organs apart from joint swellings which have 
been observed in connexion with erythema multiforme though this may still be due to 
our blindness. 

A preceding herpes simplex has been noted in many cases but this is unlikely to point to 
any particular etiology. Virus pneumonia may complicate a severe and gross attack of 
erythema multiforme (if the so-called Stevens-Johnson syndrome is, as I think, no more 
than that) but again that would seem to be a complication. There is something to support 
the views of those who hold that Stevens-Johnson syndrome is a distinct entity. Fortunately 
it is not usually recurrent. 

Is there systemic involvement in cases of erythema multiforme or a systemic disturbance 
of which the eruption is merely a cutaneous manifestation? 

That there is something circulating in the blood stream responsible for the peripheral 
eruption would seem certain and it is common for joints to be involved in the reaction. 
It is difficult therefore to imagine that there is no systemic effect. Furthermore that some- 
thing in the blood stream must derive from somewhere in the body is probable, so that 
there must be a source. 

That we cannot easily detect systemic involvement or source does not mean that they 
do not exist. 

I recollect a very extraordinary case in which recurrent attacks of erythema multiforme 
were associated with the menses and with a monthly enlargement into the abdomen ‘rom 
the pelvis of a uterine tumour otherwise not palpable from the abdomen. Removal «f the 
tumour, which proved to be a fibroid, terminated this sequence of attacks of erythema multi- 
forme. 

Nevertheless it is possible that attacks of erythema multiforme are the expression of 
some essential vascular pathology even though a specific cause may be present some''mes 
to trigger it off. 

Cyclical behaviour is of course as common in natural phenomena as is the sequence of 
night following day, but does perhaps suggest physiological rather than pathological 
behaviour. It is the rule for erythema multiforme to recur at intervals over the course ol 
years and then to peter out. Sometimes attacks may be almost continuous and I have seen 
at different times in the same patient, erythema multiforme and lupus erythematosus. 

In short, erythema nodosum is a serious, often grave affection both with regard to the 
patient and to the community. It is part of the course of an infective disease. 
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26 
Erythema multiforme is of little significance to either patient or community. It is merely 
ing a functional reaction. 
me My remarks have been intended to suggest the great intimacy between the skin and the 
whole organism and as a plea that more attention should be given to the physiology and 
ase pathology of the skin in the practice of general medicine. 
bly 
Dr. Hugh Wallace: 
Connective Tissue Disease (Collagen Disease) 
- The concept of collagen diseases began largely with the investigations of systemic lupus 
erythematosus by Klemperer and others. The connective tissue of the skin consists of: 
far (1) Fibres, collagen, elastic, reticulum. 
rts (2) Ground substances—intercellular cement. 
bly (3) Cells—fibroblasts. 
he A relation exists between all these components in that the fibroblasts secrete ground 
ild substance which in turn later produces collagen and reticulum fibres. Chemically, how- 
ely ever, collagen consists of amino acids while the ground substance is made up of muco- 
nts polysaccharides and hyaluronic acid. The collagen amino acids are so arranged to form 
fibres with particular physical properties. In disorders of the connective tissue most of the 
changes occur in the ground substance. The ground substance may vary in quantity and in 
- its physico-chemical state in many disorders such as scleroderma, granuloma annulare 
7 and polyarteritis nodosa. Since in disease the maximum impact is on the ground substance 
TS rather than on the collagen fibres, the term “connective tissue disease” is perhaps preferable 
to “collagen disease’. The concept of connective tissue disease is primarily histological 
nd being based on similar pathological changes in connective tissue in many disorders which 
ild clinically appear to have little in common. There is at present no proof that these histo- 
ral logical similarities denote a common cause. In the present state of our knowledge, however, 
en the concept affords a useful working hypothesis. 
ut Histologically the most common change is a reversible necrobiosis with frayed, broken 
ive up and blurred collagen tissues and the disappearance of nuclei and elastic fibres. This 
to results in pale and irregular staining with hematoxylin and eosin. Fibrinoid necrosis also 


occurs particularly in vessel walls and may be recognized by its eosinophilic amorphous 
to nature. 


of The manifestations of connective tissue disease in the skin usually show changes both 

yre in the connective tissue and blood vessels. It is, however, seldom possible to determine 

ort whether one follows the other or both are reactions to a common cause. 

ely Changes in the skin connective tissue are found in the following disorders: (1) Rheuma- 
toid arthritis nodules; (2) granuloma annulare; (3) necrobiosis lipoidica; (4) scleroderma; 

we (5) dermatomyositis; (6) lupus erythematosus; (7) polyarteritis nodosa. 


(1) Rheumatoid arthritis nodules seldom present until the disorder is well established 


ral § and may persist for many years. They occur around diseased joints, especially on the 
nm ff hands and elbows, varying in size from a pea to a hazelnut, or even larger. They may be 
ne- | fixed or freely movable and are painless. Microscopy shows areas of necrobiotic collagen 
mat | surrounded by histiocytes and lymphocytes, often with fibrinoid necrobiosis of the walls 

of adjacent arterioles. Although the histology closely resembles that of granuloma 
rey annulare (q.v.) there seems to be little in common clinically. Neither does there appear 


to be any relation to the Aschoff nodules of acute rheumatism. 








me (2) Granuloma annulare.—This disorder is fairly common in children and young adults 
om although it may occur at any age, and presents as firm dermal nodules with a lilac erythema, 
the =f typically occurring over the extensor aspects of joints of the extremities, often in the form 
Iti- of rings or crescents, although there may be great individual variation in appearance in 

the same patient. Spontaneous resolution usually occurs after some months. The cause 
of is unknown and there is no known specific remedy. The histology closely resembles that 
nes of the nodule of rheumatoid arthritis, often, however, with a few giant cells and less change 


in the vessel walls. 


of (3) Necrobiosis lipoidica was first described in association with diabetes but comparable 
cal lesions occur in patients with no evidence of diabetes at the time or subsequently. It 
ol presents usually on the fronts of the shins as atrophic areas of skin, varying in colour from 
een red to blue with streaks of orange and telangiectasia. In the diabetic form ulceration may 


occur and in the non-diabetic form the lesions may have a raised border. 
ies Microscopy shows areas of necrobiotic collagen with imbibition of sudanophil lipoid and 
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a surrounding zone of histiocytes and round cells. There is a varying degree of inflammation 
of the surrounding vessels. 

The disorder tends to persist indefinitely although it is sometimes possible to destroy 
small lesions with carbon-dioxide snow and occasionally to remove them by excision and 
grafting. In the diabetic variety there appears to be little definite relationship to the 
blood-sugar level and it does not appear to be known with certainty whether there is any 
relation between necrobiosis lipoidica and other complications of diabetes. 


(4) Scleroderma may occur as a benign localized form (morpheea) or, less commonly, as 
a generalized process, often with widespread systemic lesions. 

The localized form appears usually on the trunk as round or oval patches of lilac erythema, 
varying in diameter from a half to several inches. The initial redness is followed by pallor 
with hardening of the dermis and a varying degree of shiny atrophy of the epidermis 
surrounded by a zone of lilac erythema. The lesions often undergo spontaneous involution 
although this may take up to five years or more and leave some pigmentation and atrophy. 
The disorder occurs most frequently in children and young adults, occasionally presenting 
in a linear, apparently nevoid form. 

Microscopy shows an increase in the amount of density of the connective tissue with a 
varying degree of obliterative changes in the blood vessels. 

There is no known treatment of benefit for the lesions with the possible exception of 
physiotherapy—e.g. massage with oil. 

The classification of generalized scleroderma has given rise to much confusion, largely 
caused by alternative nomenclature. Since little is known about the cause of any form of 
scleroderma, a clinical classification such as the following is probably the least confusing 
at present: 





(i) Widespread discrete patches of morphceeaa— 
Maximal incidence of disease on the trunk. 
Face and extremities may or may not be involved. 
Rapid spread over a year or two. 
No evidence hitherto of systemic lesions. 
Both sexes equally affected. 
May cause death from impairment of respiratory muscles. 


(ii) Acrosclerosis (synonyms—Progressive Systemic Sclerosis. Progressive Symmetrical 
Scleroderma)— 
Maximal incidence on hands, face and feet. 
Widespread systemic lesions almost invariably. 
Disorder progresses slowly over many years. 
Much commoner in women than in men. 
Mortality very low. 


(iii) A generalized scleroderma occurring as an end-result of dermatomyositis (q.v.)— 
The appearances may closely simulate either (i) or (ii) above. 
Existence of systemic lesions not proven. 


Acrosclerosis (synonyms—Progressive Systemic Sclerosis. Progressive Symmetrical 
Scleroderma).—This usually presents as a Raynaud’s syndrome in the hands followed after 
some years by hardening of the skin and subcutaneous tissues of the hands, and later of the 
feet. The face becomes pinched in appearance, particularly around the mouth. Both on the 
hands and face there may be multiple telangiectasia. This disorder is almost invariably 
accompanied by widespread systemic lesions in the muscles, gut, lungs, heart and else- 
where. Systemic lesions are often noticed as disturbances of function, e.g. dysphagia, 
constipation or diarrhoea before any organic lesion is demonstrable by present methods 
of investigation. Of these the barium swallow is probably the most helpful, the earliest 
changes being impairment of cesophageal peristalsis. Later stenosis may occur. 

Microscopy of the skin is identical with that of morphozea. The muscles may show an 
increase of connective tissue with gross changes in the blood vessels, especially the 
arterioles which may show obliteration of the lumen. The increase of connective tissue in 
the muscles is followed by hyalinization and fibrosis. It is uncertain whether the muscle 
changes are primary or secondary to the interstitial sclerosis. The blood vessels, especiall; 
the smaller arterioles throughout the body, may show thickening with a fibrinoid substance. 

Apart from the symptomatic relief of physiotherapy there is no known treatment ol 
proven value for this disorder. 


(5) Dermatomyositis is a rare disorder which is, however, becoming recognized more 
frequently. The onset may be acute, especially in children, but frequently the patient 
seeks advice for residual disabilities, the early stages having passed unnoticed. The disorder 
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may occur at any age and in both sexes. When the onset is acute or subacute the 
characteristic picture is of redness and swelling especially of the eyelids and face and less 
frequently of the limbs, accompanied by fever, malaise and marked muscle weakness. The 
prognosis varies greatly. Particularly with an acute onset there may be a gradual worsening 
of symptoms and death within weeks or months, usually from bulbar or respiratory palsy. 
More frequently, however, there is spontaneous arrest of the process or slow progression 
over many years. The residual disabilities may vary from changes unnoticed by the patient 
to widespread atrophy or scleroderma of the skin, accompanied by gross muscle weakness. 
There may be little or no correlation between the degree of change in the skin and in the 
muscle. Some degree of muscle change is, however, almost invariable and shown by excess 
creauinufria. 

Dermatomyositis of acute onset is sometimes associated with visceral carcinoma and 
recent reports indicate that this association is not always fortuitous. With this exception 
little is known about the cause of dermatomyositis. 

Histologically the striped muscle fibres are seen to be broken up with subsequent fibrosis. 
Inflammatory cells may be present between the fibres and aggregates of small lymphocytes 
may be seen between muscle bundles. The changes in the skin may vary from gross atrophy 
to ordinary scleroderma. 

With the exception of dermatcmyositis associated with carcinoma there is no known 
treatment of proven value in this disorder. Symptomatic relief may sometimes be given 
by physiotherapy, especially to prevent deformities. ACTH and cortisone sometimes 
appear to help in tiding a patient over an acute or subacute phase of this disorder. 


MISCELLANEOUS 


(a) Pretibial myxedema.—This rare disorder usually follows thyroidectomy for hyper- 
thyroidism with exophthalmos, the exophthalmos often becoming worse after the 
operation. Both the exophthalmos and the pretibial myxcedema are thought to be related 
to the thyrotrophic hormone of the anterior pituitary becoming unopposed after thyroidec- 
tomy. The process may not always be limited to the pretibial area but may extend up and 
down the leg. If an area of pretibial myxcedema is excised and grafted, recurrence of the 
process almost always occurs in the graft and sometimes in the area from which the graft 
has been taken. It seems therefore that this change is part of a widespread process with 
gravity and trauma determining the onset of the changes in the legs. 

Histologically there is a great excess of mucin. 

Apart from supporting bandages there is no known treatment of value in this disorder. 


(b) Acanthosis nigricans is a rare disorder usually occurring in association with thoracic 
or abdominal cancer. It is said that the symptoms march with the progress of the neo- 
plasm and that they sometimes subside when the neoplasm is successfully treated, although 
I have not had the opportunity of observing this personally. The eruption is characterized 
by greyish-brown pigmentation, accompanied by irritable warty growths, especially on 
the back of the neck, groins, perianal area, the flexures of the arms and elbows and on the 
hands and feet. Warty lesions may also occur on the lips and buccal mucosa but without 
pigmentation. The mechanism of the eruption is unknown although many somewhat 
specious theories have been advanced. It is possible that some intensive study of this dis- 
order might shed some light on carcinogenesis. A similar eruption may occur in 
adolescents, sometimes associated with pituitary upset but without any evidence of 
malignancy and with a benign prognosis. The relationship between ’this eruption and the 
eruption associated with malignancy is undecided. 


Dr. R. M. B. MacKenna: Neurodermatites can be briefly defined as cutaneous reactio ns 
to emotional stimuli; but, in addition we have to remember the minor excoriations and the 
excoriated acnes mostly of young women, the self-inflicted lesions on anesthetic areas of 
the hysteric, and the numerous cutaneous ills that extend from eczema to pruritus ani and 
to the delusions of parasitic infestation of the psychotic. It is characteristic of the neurotics 
that they avoid severe pain, and therefore severe self-inflicted lesions are a pointer towards 
psychosis and not to neurosis. One may note here that, in dermatology, as in other 
branches of medicine, the psychotic individual—particularly the schizophrenic and the 
paranoic—often appears in all our out-patient departments for the treatment of some 
symptom which derives from his mental aberration and all too often his complaint is 
diagnosed and treated entirely from the somatic aspect and no one realizes the true nature 
of his case. Finally, in dermatology as in other branches of medicine, one must note the 
phenomenon of “emotional or psychogenic overlay’, which is a not irrational anxiety 
concerning a cutaneous disease but having the added factor that anxiety aggravates the 
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symptoms and thus may prolong the course of the malady. A large part in the defeat of 
“overlay” is confidence in the physician, and although factors such as the chronicity or 
otherwise of the malady, the intensity of subjective symptoms, and the site of the eruption, 
play their part in aggravating or mitigating overlay, nevertheless the physician who can 
instil confidence will have less trouble with this symptom than a colleague who, although 
he may be more learned. does not impress the patient. 

There is a widespread belief that because of its site and appearance, one can decide tiiat 
a given eruption is a neurodermatitis. This is not true, although some would enter a 
vigorous and largely valid protest that lichen simplex chronicus, which has a very character- 
istic appearance, is usually emotional in origin; nevertheless the proper diagnosis of neuro- 
dermatitis depends on the assessment of the whole case either by a psychiatrist with a 
knowledge of dermatology, or by a dermatologist with an adequate experience of psychiatry: 
and the latter must be careful. For example, he may be correct ztiologically in stating 
“this is a case of angio-neurotic eedema,” emphasizing the word “neurotic” as he wishes to 
express his belief that the eruption is emotional in origin; but semantically he will have 
erred. Macalpine (1955), who has been studying these matters recently, informs me that 
Quincke coined the phrase ‘“‘angio-neurosis” to denote a mechanism connected with vaso- 
motor nerves, and in this context the word “neurosis” refers to the peripheral nervous 
system without any psychological implication. It was under the influence of Freud that the 
term “‘neurotic’’ was substituted for “psycho-neurotic” so that the former word carries 
to-day the implication referring to the mind that we all understand. 


Atopy.—Eczema is the presenting symptom in 90°% of atopic individuals, and asthma 
in the remainder (Stokes, 1942). The family history usually shows that in the various 
generations several kinsfolk have suffered from one or other or both of these maladies; 
the statement attributed to Spain and Cooke (1924) that a negative family history is obtained 
in 41% of cases would seem to require revision. 

The trigger factor often appears to be vaccination. The eczema usually commences on 
the face as an oozing itching eruption and may spread rapidly to affect the whole of the 
trunk and limbs. Except for cortisone and ACTH no known measures will do more than 
alleviate the eruption slightly, and of course the hormones have the usual disadvantage 
that all is fairly well with the patient, but only so long as he is receiving them. About the 
age of 2} years the eczematous eruption ceases to be widespread and changes its appearance, 
so the patient, who often has a somewhat dry ichthyotic skin, is left with areas of dry, 
leathery lichenification of the flexor surfaces of the wrists, elbows, knees and the back of 
the neck. From time to time these areas soften, and the lichenification is replaced by an 
oozing dermatitis which may involve other areas as well as the flexor surfaces of the large 
joints. The skin of the face is usually leathery and pigmented, and often bears a few 
excoriations. Between the ages of 4 and 9 years, the patient may develop asthma; thereafter, 
when the asthma is troublesome the cutaneous affection becomes minimal and vice versa. 
Hay fever may be troublesome in the appropriate months. In severe atopy, the individual 
may suffer from vasomotor crises in which he feels he is swelling all over, also he may have 
periods of intense emotional excitement. Though atopic persons have a poor resistance 
to cutaneous and other infections, and though exacerbations of the atopic eruption (which 
is variously called disseminate neurodermatitis, Besnier’s prurigo, diathetic eczema, and 
the late exudative eczematoid of Rost) may follow simple infections, e.g. acute tonsillitis 
or sinusitis, it is emotional stress which is responsible for the majority of exacerbations, 
although one can seldom predict whether the stress will make the dermatitis or the asthma 
predominate. The atopic child is ceaselessly active, assertive, precocious, competitive and 
ego-centric. But, often depending on family influences, the energy and irritability may be 
replaced, as the patient grows older, by a peculiar still repression. Stokes says that he has 
seldom seen any patient so motionless as the poker-faced atopic individual. The face is 
masked not only by the leathery cutaneous thickening, but also by the expressionlessness 
of neuromuscular tension. “The flush of the face may come and go, but usually under the 
sallow brown hyper-pigmentation and native pallor, only the eyes peer out as though 
‘holes burnt in a blanket’.” 

A proportion of these atopic cases do lose their tendencies to react severely and frequently, 
whilst others maybe fill the asthma clinics, their skins having acquired a certain immunity. 
Possibly there may be quite an unexpectedly high mortality from intercurrent diseases in 
the late “teens” and the early twenties; I think that some enquiry concerning these matters 
might give us interesting and perhaps useful data. 

Recently Macalpine has been endeavouring to rginstate hypochondria as an important 
clinical picture. She is following in the path of R. nf Gillespie, who, some thirty years ago, 
emphasized that it is commonly mistaken for anxiety-neurosis or hysteria, although overt 
anxiety has no part in the symptoms of the hypochondriac. In fact the absence of anxiety 
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is one of the criteria in the differential diagnosis of this condition. ‘‘Hypochondriacal 
preoccupation is a type of interest, a conviction and concern and not a fear of disease” 
(Gillespie, 1929). Now if Macalpine is correct, we see more hypochondria than we realize. 
For example: a patient with pruritis ani comes to our clinic and usually complains only of 
itching; he often describes his symptoms readily and graphically. But Macalpine has 
noted that pruritus ani of emotional origin never occurs alone; it is, at the time when we 
see the patient, only a leading symptom in a syndrome. ° These patients may complain of 
indigestion, feelings of fullness, various odd abdominal pains, constipation, incomplete 
emptying of the lower bowel when at stool, hemorrhoids, fissures, and perhaps a feeling 
that the anal canal is too narrow. Associated disturbances in regard to sexual function are 
not uncommon; these include premature ejaculation and impotence in males, and frigidity 
and vaginismus in women. Nearly all show concern lest they develop cancer of the bowel. 
The hypochondria which they manifest may shade into schizophrenia, but often occurs 
without other psychiatric abnormality. I cannot speak of the response of the medical 
symptoms to psychiatry, but the pruritus ani can be relieved in a large proportion of cases 
by a psychiatrist. 

The physician and the dermatologist often share the responsibility for trying to cure 
chronic urticaria. They share the ever-present anxiety that they may have missed some 


allergic factor in their investigations. It is because of this fear that fewer cases of urticaria, - 
are passed to the psychiatrist for investigation than is justifiable. It is a fallacy to believe’ 


that what can be influenced by the mind must have originated in the psyche. One has only 
to think of the cure of warts by hypnosis to realize the validity of that observation. Now 
if something so tangible, firm, tough, papilliferous, and caused by a virus can be permanently 
removed by such simple means, how much more easily should a fluctuating, soft eruption 
such as that of urticaria be influenced by the more subtle methods of mental catharsis, 
analysis and so forth which may be deployed to achieve a cure. 

The following examples may be of interest. Fig. 1 shows a woman who has an eruption 
on the eyelids, the naso-labial folds and the skin above those folds which many would 
regard as a fairly typical eczematous dermatitis due to exposure to some agent to which 
she was sensitized, e.g. primula or perhaps the fumes of nail varnish. Fig. 2 shows a young 
woman who attended several dermatological clinics and who was believed to suffer from 
rosacea. In fact in both cases the eruption was emotional in origin. The elder woman 
had lost both her daughters in tragic circumstances, the first in an air raid (she was with 
her when it happened) and the second a year later from meningitis. Recurrences of the 
eruption coincided with anniversaries concerning the daughters... birthdays, dates of 
death and so forth. The younger woman’s eruptions started when after getting married 


4 


she had to live with a “‘typical interfering mother-in-law”. Her eruption was a manifesta- - 


tion of suppressed rage. With regard to the first of these cases, I find it difficult to believe 
that the skin can be the only organ which can react thus to the re-awakening of remembered 
stresses, even though those stresses are remembered only sub-consciously. There must, 
I feel, be many persons labouring under respiratory, gastric, renal and even cardiac dis- 
abilities who are treated only from the somatic aspect whose cure depends on a careful 
evaluation in regard to the periodicity of their disabilities, this periodicity to be correlated 
with their emotional states. Of course, patients, and doctors, will ask, “but why, under 
emotional stress, is the skin chosen as the organ in which the somatic manifestation occurs.” 
In the present stage of our knowledge, those of us who are not psychiatrists can most 
safely answer in terms of the theory of organs of stress. 

Put in its most simple terms this theory can be explained as follows: imagine a bus-load 
of persons involved in an accident. Among those who are not physically injured, one may 
quickly develop an attack of asthma, another may have palpitations for several hours, 

third may urinate involuntarily, a fourth defecate and so on. In these individuals, the 
lungs, the heart, the bladder and the large intestine are respectively the organs in which their 
emotional stress is most easily manifested; these are their ‘“‘organs of stress”. Similarly in 
i proportion of the population the skin is the organ in which their emotions are worked 

...and in some the skin is what I term “a lightning conductor”. Occasionally it is 
stter to leave a patient with some skin eruption ameliorated but not cured, for I think all 
c.perienced dermatologists must know a few cases in whom a neurodermatitis has been 
successfully treated with the result that a few months later they have developed duodenal 
uicer,. 

in reverting to the systemic maladies I wish to mention a theory of mine on psoriasis. 
The theory, quite simply, is that psoriasis is an endocrine malady having cutaneous symp- 
toms. Usually the patients are very healthy individuals; a few have concurrent arthritis 
dcformans. The malady can occur sporadically in families or show clear runs down the 
generations. Although it can first become manifest at almost any age, most cases have 
their first attack in the period before puberty or in the “teens”. The incidence is higher 
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Fic. 1. 








Fic. 3. 


in cold damp countries than in hot sunny ones, and as a generalization one may say that 
the skin of a psoriatic patient requires an abnormal amount of sunlight for its full health. 
Now it has been known for years that in many cases careful scrutiny will reveal that around 
patches of psoriasis a narrow areola of depigmentation may be seen. One can show this 
best, although there is some element of faking in the process, by treating psoriasis with 
dithranol or chrysarobin, for in these circumstances, when the eruption fades the skin of 
the previously affected sites is markedly leucodermatous (Fig. 3). In the zxtiology of the 
malady, emotional stress plays a considerable part... but only to this degree, that in 4 
psoriatic subject emotional stress is often responsible for recurrences or exacerbations of 
the eruption. One must note that in psoriatics, toxic absorption from an acute focus of 
sepsis may often cause a widespread efflorescence. It used to be taught that alcohol was 
“bad” for psoriasis; probably it is the stress which leads to excessive indulgence in alcohol 
which is really the factor of importance. 

Now there is a hormone formed in the intermediate lobe of the pituitary gland which 
has considerable influence on the pigmentation of the skin. Further the formation of 
cutaneous melanin is, chemically, very similar to the process involved in the production 
of adrenaline in the suprarenal gland. The facts that sunlight is usually beneficial, that 
stress aggravates, that a process of depigmentation is involved, and that arthritis deformans 
may be associated, give me four pieces of a jig-saw puzzle which have to be fitted together. 
and although I am venturing only a tentative hypothesis, I see no way of correlating thes’ 
facts except by linking them with certain well-known recent trends in biochemical and 
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endocrinological speculation. If one goes further than this, one encounters a great many 
difficulties, which involve highly technical matters of skin biochemistry; and of course 
| shall be told that cortisone does not influence psoriasis except maybe to lessen the 
erythema of the lesions or to check some untoward reaction provoked by using too vigorous 
local remedies. 

Finally, there is the problem of “cross-sensitivity”. This is the phenomenon in which 
allergic sensitization engendered by one compound extends to one or more apparently 
dissimilar, but in fact chemically related compounds. One classical case was described by 
Meltzer and Baer (1948, 1949) and is that of a man who was proved to be allergic to a 
local anesthetic (benzocaine) in 1939, reacted vigorously to a sulphonamide in 1944 and 
to a sunburn-preventative in 1947, all these compounds having well marked chemical 
affinities. Investigation showed that he was sensitized to 14 organic chemicals which 
ranged from picric acid to saccharin and from aniline to the dye known as paraphenylene- 
diamine. Patients sensitive to Sedormid may also be allergic to Adalin and bromvaletonum; 
those suffering from agranylocytosis due to amidopyrine may be allergic to Allonal; what 
happens, as Baer asks, to the blood of patients who have had agranulocytosis due to one 
sulphonamide when they are subsequently exposed to another of that group, or to other 
aromatic amines such as the procaine which may be injected by their dentists, food coloured 
with azodyes, capsules of drugs perhaps coloured with azodyes, treated maybe for a varicose 
ulcer with the azodye scarlet red, or even wearing nylon stockings which are dyed with 
azodye. In agranulocytosis and also in certain forms of purpura... to what extent does 
cross-sensitization play a part? Probably the answer is that it is only in the exceptional 
case that these matters are now of importance, but as applied chemistry becomes more 
complex we shall have to be more alert than we are to-day to these problems. 
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Sir Henry Cohen (The President) welcomed the discussion of a topic which transgressed 
the boundaries of a specialty. The history of medicine revealed changing fashions in 
specialization. Even in the days of Egypt, there was intense specialization. Until the early 
twentieth century general physicians often included dermatology in their field. Then 
increasing specialization led to isolation and rigidly defined territories. In recent years there 
had been an increasing realization of the “‘wholeness”’ of medicine, brought about by such 
observations as the association of bone changes with hyperparathyroidism, of hypertension 
with pheochromocytoma, of fits and mental changes with pancreatic islet adenoma. This 
was especially seen in the psychosomatic disturbances discussed by Dr. MacKenna. 

The presenting skin lesion and the associated visceral lesions might have the same essential 
pathology, as in the collagenoses, reticuloses, sarcoidoses, allergies, infections and such 
metabolic disorders as the lipoidoses, gout, hemochromatosis, carotinemia. Sometimes there 
appeared to be no clear pathological relationship between the clinical concomitants as in 
acanthosis nigricans, tuberose sclerosis, Peutz-Jehgers syndrome, psoriasis and arthritis. 

To the physician skin lesions were commonly valuable diagnostic clues, e.g. purpura, 
urticaria, pigmentation, hyperkeratosis, Beau’s lines. 

Sir Henry pleaded for a wider recognition of the gaps in our knowledge in this field, and 
stressed the dangers of regarding the names of diseases as more than labels, a conceptual 
shorthand which though convenient was not the aim of diagnosis. We must try to unmask 
the mechanisms of disease and the agents responsible and not be content with a name. 


Dr. Philip Ellman said that the cutaneous manifestations of systemic disease were of 
considerable interest to the general physician and illustrated the dangers of excessive 
specialization. 

Erythema nodosum was, he felt, a case in point. Among its systemic causes were, as 
noted by Dr. Ingram, recent primary tuberculous infection, hemolytic streptococcal 
infection, sarcoidosis, certain fungoid infections such as coccidioidomycosis and meningo- 
coccal septicemia. A syndrome not uncommon in clinical practice was erythema nodosum, 
bilateral hilar adenopathy and polyarthritis. 
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The cutaneous and subcutaneous nodules seen in rheumatoid disease were also skin manifes- 
tations sometimes referable to systemic disease and the speaker described a case under his 
care which ultimately came to autopsy, where widespread rheumatoid nodules were found 
to involve serous membranes: for example, the pleura, causing a pleural effusion, the 
pericardium, causing a pericardial effusion and the meninges—accounting for fits before 
death—as well as the cardiac valves (Ellman et al., 1954). 

The cutaneous nodules, both small and large, as well as a lupus pernio type of lesion 
might be diagnostic of sarcoidosis. 

Skin lesions in discoid lupus might ultimately go on to a disseminated lupus erythemia- 
tosus, as had occurred in another of his cases: after an interval of twenty years, acute 
polyarthritis, pleural effusion and pulmonary fibrosis had ensued. In yet another case 
of a rheumatoid type of arthritis of many years’ standing, a widespread systemic connective 
tissue disease was initiated by purpura on the legs and succeeded by a nephrotic nephritis 
which ended in uremia. This proved to be an acute polyarteritis nodosa whose poly- 
morphic features are now more frequently recognized. 

The merging of one systemic connective tissue lesion into another, for example 
rheumatoid disease into disseminated lupus erythematosus and even _polyarteritis, 
scleroderma and dermatomyositis is being encountered in clinical practice. 

Finally Dr. Ellman asked for information concerning the classification of scleroderma. 
He wondered whether the usual practice was to divide the condition into localized 
scleroderma (morphoea) and diffuse scleroderma confined mainly to the skin. The more 
systemic acrosclerosis was usually preceded by a Raynaud phenomenon and followed by 
sclerodactylia, often with calcinosis. Sooner or later a characteristic facial expression 
would develop and was often associated with visceral involvement of the cesophagus, 
heart and lungs—in fact a widespread mesenchymal disease. Dr. Ellman had had in a woman 
of 40 a case of rheumatoid disease complicated by acrosclerosis and dermatomyositis who, 
a few weeks before death, had developed a carcinoma of the breast. 

In his experience hormonal therapy sometimes proved life-saving in the acute systemic 
collagen (connective tissue) diseases. 
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[March 22, 1955] 


DISCUSSION ON OSTEOPOROSIS 


Dr. H. A. Sissons: 
The Structural Pathology of Osteoporosis 


Definition of osteoporosis.—I would define osteoporosis as a structural change in bone 
whereby the supporting tissue is reduced in amount but remains highly mineralized. 

Clinical recognition of osteoporosis.—The skeletal abnormality usually becomes evident 
through a change in the X-ray appearance of the involved bone. Within the group of 
rarefying bone diseases, osteoporosis must be contrasted with osteomalacia, where there 
is diminished mineralization of the supporting tissue as shown on histological examination 
by the presence of excess of completely non-mineralized osteoid tissue. Thus, in biopsy 
material, osteomalacia is recognized by the identification of excess osteoid tissue, while 
a diagnosis of osteoporosis depends on the recognition. that the amount of normally 
calcified bone substance is diminished. The recently developed technique of microradio- 
graphic examination of undecalcified bone material offers certain advantages over the 
usual methods of histological study which involve decalcification of the bone specimen 

My definition of osteoporosis as a structural change allows me to emphasize that it is 
neither a disease nor a group of diseases, but a non-specific response by the skeleton to a 
number of otherwise unrelated disturbances. As will be emphasized by other contributors in 
regard to “idiopathic” osteoporosis, the exact nature of these disturbances is not always 
fully understood, but the following is a list of some of the abnormalities concerned in the 
production of various types of osteoporosis. These abnormalities, which involve departure 
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from the conditions necessary for the maintenance of normal bone structure, are often 
“negative” ones. 















































s 
d 
e Absence of: 
8 1. Normal activity Local or general osteoporosis of disuse 
2. Adequate dietary intake 
n O ee Hunger osteoporosis 
3 3. Normal hormonal environment Post-menopausal osteoporosis 
e 4. Other factors, known and unknown 
e 
e In some cases, however, a “positive” factor is concerned. 
Ss 
* Presence of: 
5. Excess gluco-corticoid hormones Osteoporosis of Cushing’s disease 
e of adrenal 
6. Excess parathyroid hormone Osteoporosis as part of von Recklinghausen’s 
‘ disease of bone 
| 7. Other factors, including 
i (a) Neural Sudeck’s atrophy of bone ; 
" (b) Vascular Reactive osteoporosis adjacent to inflamma- 
tory lesions 
‘ (c) Tumour invasion 
, Illustrative Cases 
n Case I.—Local osteoporosis following immobilization of part of the body (Sissons, 1952). 
p M., aged 20 years. Tuberculosis of knee-joint with advancing radiological bone changes and 
extending soft tissue involvement. Treatment by immobilization and chemotherapy. 
c After three months’ complete immobilization of the leg, X-rays showed diffuse rarefaction of 
bone involving the entire limb. Although diffuse, the involvement was not uniform, and in the 
small bones of the foot the subchondral bone was seen to be greatly rarefied (Fig. 1). 
e 
t 
f 
p 
1 
y 
7 Fic. 1A. Fic. IB. 
y Fic. 1 (Case I).—a, Clinical X-ray of foot after immobilization. 8, Slab radiograph of 
- cuneiform bone (x 1-5). 
An X-ray of a slab of tissue from one of the cuneiform bones of the foot (obtained from an 
5 amputation specimen) demonstrates the sharp localization of the change to the subchondral bone. 
1 The photomicrographs of Fig. 2, which compare a single bone trabecula of the osteoporotic sub- 
" chondral bone with one of normal thickness, show that narrowing of the trabecule without any 
. change in the adjacent fatty marrow is the basis of the rarefaction. The irregular surfaces of the 
; bone trabecule in the porotic region indicate that osteoclastic resorption of bone has been concerned 
: in the process. In the other bones of the foot, too, the rarefaction is patchy, and the same local 


evidence of osteoclasis was present. 























Fic. 2a. 
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Fia. 2B. 


Fic, 2 (Case I).—( x 88). Histological appearance of a bone trabecula in the region of 
osteoporosis (A), compared with one of normal size (B). 
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The case also illustrates another type of osteoporosis, this time in the area actually bordering on 
the inflammatory tissue of the knee-joint where bone rarefaction, as seen in the clinical X-ray, was 
extreme. Comparison of the X- -ray of a slab of bone from a normal femur with one from the same 
region in the present case (Fig. 3) shows the great reduction in thickness of the bone trabeculae when 


Fic. 3a. 


Fic. 3 (Case I).—Slab radiographs showing extreme rarefaction in relation to the inflamed 
knee-joint (A), compared with a similar preparation from a normal femur (B). 











Fic. 3B. 


compared with their counterparts in the normal bone. The involved trabeculz are, in fact, so slender 
that they could not be resolved in the clinical X-ray of the knee, the normal trabecular pattern 


having apparently disappeared in the porotic region. 
involved joint is uniform but quite sharply demarcated. 


This maximal rarefaction in relation to the 
It is of interest that its extent corresponde i 


with that of a zone of marked hyperemia of the marrow. Histologically, there was again evidence 
of increased osteoclastic bone resorption in the involved area. Although their thickness is so much 
reduced, the bone trabecule in the osteoporotic region retain a normal pattern. 


Case II—Local disuse osteoporosis of long duration. F., aged 42 years. Poliomyelitis at 4 year 
of age: there was complete paralysis of right lower limb with marked shortening and osteoporosis 
during the period of growth. The limb was not used for weight-bearing. Amputation at the age o! 
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42 because of vascular changes and ulceration in skin of the useless leg. The changes in the foot 
bones can be seen by comparison with a preparation of normal bone (Fig. 4). Because of the long 




























Fic. 4A. Fic. 4B. 


Fic. 4 (Case I]).—a, Slab radiograph of small bones of the foot showing extreme disuse 
osteoporosis. 8B, Similar preparation from a normal foot. 


















duration of the osteoporosis, the rarefaction—although extreme—has ceased to be patchy. It 
involves the whole bone structure although some trabeculz (actually the compression systems which 
are normally weight-bearing) are less severely involved than others. The osteoporotic bone is seen 
at a stable stage and neither bone destruction nor bone formation is conspicuous histologically. 


Case II].—Early osteoporosis in Cushing’s disease. F., aged 29 years (the case described by 
Maclay et al., 1938). A three-year history of virilism associated with depressive mental changes. 
Glycosuria and hypertension were present, but symptoms referable to the skeleton were not noted. 
I was able to study material from the spine in this case through the kindness of Professor Dorothy 
Russell. The comparison of a histological section from the body of a lumbar vertebra with that 
from a similar bone in a normal individual (Fig. 5) shows diminution in the thickness of bone 
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Fic. 5 (Case III).—a, Outline drawing of bone trabeculz in histological section from lumbar 
vertebra Cushing’s disease. B, A similar preparation from a normal spine. 














trabeculae. Microscopic study showed occasional areas of recognizable osteoblastic and osteoclastic 
.ctivity; the general outline of the vertebra is unchanged and there is no collapse of the slender 
trabecule of the porotic bone. 


ase 1V.—Advanced osteoporosis in Cushing’s disease. F., aged 16 years. A five-and-a-half-year 
history of amenorrhea, obesity, hirsuties, diabetes and hypertension. Three and a half years after 
the onset of symptoms, lumbar pain directed attention to spinal osteoporosis with vertebral collapse. 
Exploration of the adrenals showed symmetrical hyperplasia, and the patient’s condition showed 
tcmporary improvement following removal of the left adrenal. I was able to study post-mortem 
material from the case through the kindness of Dr. E. F. Scowen. Bone changes were most marked 
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Fic. 6B. 


Fic. 6 (Case IV).—a, Photograph of longitu- 
dinally divided spine in Cushing’s disease show- 
ing a number of vertebral bodies and patchy 
disappearance of hemopoietic marrow. _B, Slab 
radiograph of the uppermost vertebra in (A), show- 
ing extreme bony rarefaction and collapse. 








in the spine, as is usual in these cases. The longitudinally divided spine (Fig. 6) shows that many 
vertebral bodies are compressed, with conspicuous increase in size of the invertertebral discs. 
A slab X-ray from one of the vertebral bodies shows the extreme bony rarefaction, in this case 
associated with loss of the normal arrangement of trabecule and bony collapse. Histologically, 
trabecule were extremely thin but showed no other abnormality. In the compressed vertebra, 
occasional microscopic fractures of slender trabecule could be recognized, both in sections and 
in slab radiographs, and suggested that the bony collapse is a slow process. In some vertebral bodies, 
however, the extreme impaction of numerous fractured trabecule indicated that an instantaneous 
compression fracture had been concerned. Unlike my initial example of progressing immobilization 
osteoporosis, the bones in Cushing’s disease do not show any important increase in osteoclastic 
activity despite the progressing bony changes. Indeed the cellular abnormality consists of diminished 
activity, with little or no osteoblastic bone formation, even in the areas of collapse where one would 
normally expect active callus formation to be in progress. This inhibition of the normal cellular 
activity and reparative processes of a variety of connective tissues in Cushing’s disease can be almost 
exactly mirrored by the administration of cortisone to experimental animals (Sissons and Hadfield, 
1951, 1955). 
Mechanism of Production 

On the basis of evidence it has long been believed that structural changes in bone, 
involving the amount and distribution of the calcified supporting framework, are the result 
of activity of the specialized connective tissue cells of the bone. Two contrasting processes 
are concerned, osteoblastic bone formation and osteoclastic bone resorption. Together, the 
two processes, normally in equilibrium, constitute the bony remodelling that is continually 
occurring, and their pattern of distribution and interrelation determines the form and tne 
histological structure of any bone, normal or pathological. The normal equilibrium between 
these processes results from the interaction of a large number of influences—mechanical, 
vascular, nutritional, and hormonal, to name a few—and osteoporosis is the structural 
end-result occasioned by any prolonged imbalance in favour of the destructive process 
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Dr. Paul Fourman: 
Endocrine Aspects of Osteoporosis 


About twenty-five years ago it was already customary in the German-speaking countries to 
distinguish osteoporosis from other diseases where the bones become rarefied. In osteo- 
porosis the metabolism of calcium was normal and there was no excessive destruction of 
bone by osteoclasts; but the bony trabeculze were often broken, and always reduced in 
number and in thickness; they were, however, normally calcified (Gerth, 1930). The ash 
content and the chemical composition of the bones were normal (Rutishauser and Maulbetsch, 
1934). Albright (1947), with much insight and imagination, emphasized the hormonal 
factors which might play a part in osteoporosis, When he presented his speculations, he 
had, he said, told more than he knew; and we do not know much more to-day. The adrenal 
cortex produces some androgenic steroids which he names the ““N” hormone because he 
believes that, like the testicular androgens (Reifenstein, 1942; Kochakian, 1946), they 
produce a gain of nitrogenous or protein substances in the body and that their function 
is anabolic. The hormone of the adrenal cortex which acts on sugar metabolism, the “‘S”’ 
hormone, is anti-anabolic (Albright, 1943). Osteoporosis might be the result of a lack of the 
anabolic hormone or of an excess of the anti-anabolic hormone. In men the testicular 
androgens, and in women the cestrogens, might also have an anabolic effect on the protein 
matrix of bone. 

Senile and post-menopausal osteoporosis, and the osteoporosis which sometimes accom- 
= panies a failure of the gonads may, on Albright’s hypothesis, represent a lack of N hormone. 
The osteoporosis of Cushing’s syndrome represents the effect of an excess of the anti- 
anabolic S hormone. But osteoporosis also complicates some other diseases of the 





= endocrine glands and it cannot always be explained by Albright’s scheme. 
hy Senile osteoporosis.—Osteoporosis is most commonly seen in old people, so much so 
jab that it is probably a normal manifestation of the atrophy of the tissues that accompanies 


oa the aging process. The urinary 17-ketosteroids are partly derived from androgens and 


may provide a crude measure of their production. The output of 17-ketosteroids falls 
with advancing years, but this fall has not been shown to be greater in the people who 
develop osteoporosis (Morpurgo ef al., 1955) and the idea that a lack of N hormone 
determines the appearance of osteoporosis still wants experimental support. The 
administration of androgens does improve the symptoms, but they lead to a retention 
of calcium even in some normal animals and the fact that they do so in patients with 
osteoporosis is not evidence of a hormonal lack. 

" Senile osteoporosis is much commoner in women than in men, and when it appears in 
° women who are not very old it is called post-menopausal osteoporosis. The implication 
is that in them the failure of ovarian function produces the disease. Although oestrogens 
produce a remarkable storage of calcium in birds and may stimulate the osteoblasts and 
produce a small retention of calcium in some mammals, these effects vary from species to 
species (Gardner and Pfeiffer, 1943) and the results cannot be extended to man without some 
evidence obtained directly on man. Furthermore, the results of giving oestrogens in excess 
to a normal animal do not provide evidence for the effects of a deprivation. There is no 
evidence that osteoporosis appears at an earlier age in women who have had their menopause 
artificially induced before the natural time (Albright, Smith and Richardson, 1941; Donaldson 
and Nassim, 1954). CEstrogens do have some effect on the symptoms and on the progress of 
the disease, but this does not mean that they replace a deficit. One report suggests they may 
do so: osteoid tissue appeared in the bones of an old woman with osteoporosis treated 
with large doses of oestrogens, but with only small amounts of calcium (Sherman, 1948). 
One interpretation is that the treatment had stimulated her osteoblasts to produce fresh 
bone matrix around her atrophic trabecule, but further work of this type needs to be done. 
On the whole the symptoms in these patients respond at least as well to androgens as to 
cestrogens and there are hardly any histological studies of the results of either treatment. 





En i Me i 





-—~— wee eee 


The gonads.—Osteoporosis does not commonly arise in eunuchs, though it may do 
occasionally (Labhart and Courvoisier, 1950); in a sect of castrates, the Skoptzi, one-half 
are said to suffer from osteoporosis (Koch, 1921); and it may be relevant that a survey of 
31 eunuchs in China revealed a kyphosis in two-thirds of them (Wagenseil, 1933). Patients 
with ovarian agenesis commonly have osteoporosis, but since they seem to lack the adrenal 
N hormone as well as cestrogens (Albright et al., 1942) this does not help to decide between 
the lack of these hormones to account for osteoporosis in women, if indeed a lack of either 
can be held responsible. 


mm Se 


_ Cushing’s syndrome.—We are on firmer ground when we come to consider an excess of 
the anti-anabolic, or S, hormone as a cause of osteoporosis. Ever since Cushing’s descrip- 
tion (1932) of the syndrome named after him, which we now know to be the result of an 
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abnormally large secretion of the adrenocortical hormone, it has been clear that osteoporosis 
is very commonly a feature of the syndrome, and of the 8 cases which Cushing collected 
6 had it. The pathological changes in the bones were described in beautiful detail by 
Mooser in 1921, and Follis (1951) confirmed the findings. Although Follis (1952) could not 
reproduce the condition in animals given cortisone or compound F, the clinical changes 
have been repreauced in patients given cortisone (Curtiss et al., 1954) so that to some 
extent the role of the cortical hormone in the osteoporosis of Cushing‘s syndrome has been 
experimentally verified. It seems possible that this effect of the cortical hormone is a result 
of the general reduction of protein tissue that it produces. There is experimental evidence 
that androgens may offset the loss of nitrogen produced by the cortical hormone (Bartter 
et al., 1950) but the data do not support the idea that that gain of calcium produced by 
androgens depends on the retention of nitrogen (Perloff et al., 1943). 

I have had the opportunity to follow the course of the osteoporosis in 2 patients whose 
Cushing’s syndrome was successfully treated by adrenalectomy. One was remarkable 
because at first her only sign of disease was an impacted fracture of the left femoral neck 
(Fig. 1). Two years later it became obvious her vertebrze were collapsing but she still was 
not easily recognizable as a case of Cushing’s syndrome. She was neither fat nor plethoric, 
and she had no striz. But she had glycosuria, very few circulating eosinophils and a very 
high level of of 17-hydroxysteroids in her blood—88 g./100 ml. (Dr. R. I. S. Bayliss). At 
present, two years after the complete removal of her adrenal glands by Professor C. G. 
Rob, there is no sign that her bones are becoming any denser, but the progress of their 
dissolution has been stopped. 

The second patient had a partial adrenalectomy four years ago for a florid Cushing’s 
syndrome. She is now a healthy and attractive young woman, who does not require any 
replacement of cortical hormone, and she has recently borne a healthy infant. But her 
vertebrz remain translucent and distorted or collapsed. It is obvious that these 2 patients’ 
bones have not reformed, although they are no longer exposed to an excess of cortical 
hormone. It has yet to be seen whether they can do better if androgens are given (Albright, 
Parson and Bloomberg, 1941). 


Acromegaly.—Osteoporosis may be discovered in some other diseases of the endocrine 
glands. In acromegaly the bones may show three varieties of change: (1) A proliferation 
of the subperiosteal connective tissue produces a fresh growth of bone, which is not always 
symmetrical; when the asymmetrical growth involves the yertebre the whole spinal column 
becomes distorted (Erdheim, 1931); (2) There may be an overgrowth of the articular 
cartilages and the patient may have a severe degenerative arthritis (Waine ef al., 1945); 
(3) Lastly, and not very commonly, the patient shows the clinical and radiological changes 
of osteoporosis (Figs. 2 and 3). But there are no histological studies of this complication 
except in one acromegalic (Junet, 1940) who also had thyrotoxicosis and whose bones 
showed the changes of thyrotoxicosis (see next para.). There are many explanations put for- 
ward for osteoporosis in patients with acromegaly (Lichtwitz, 1947; Albright and Reifenstein, 
1948), none of them very satisfactory. If it is indeed an osteoporosis they get, with atrophic 
trabeculz, it may be simplest to look upon the atrophy as an effect of growth hormone 
accelerating the normal aging process (Silberberg and Silberberg, 1942). It may be 
apposite to mention here the exemplary study of Hernberg (1952) which reveals a high 
incidence of osteoporosis in diabetes, a disease which appears to predispose to the premature 
aging of certain tissues. 


The thyroid.—Though the bones may be rarefied and may break in thyrotoxicosis (Hunter, 
1930), the disease does not, strictly, produce osteoporosis, but an excessive destruction of 
bone by the osteoclasts so that on section the trabecule resemble the edge of a saw 
(Askanazy and Rutishauser, 1933; Martos, 1938; Follis, 1953). On the other hand 
osteoporosis does complicate cretinism (Schinz et al., 1952) and hypothyroidism in children 
(Follis, 1950; de Wulf, 1948), and I have seen it in a man aged 62 with myxcedema (Fig. 4); 
his osteoporosis was confirmed by a biopsy from his iliac crest. 


CONCLUSION 


It is obvious that osteoporosis is not a disease in itself but a label to describe the loss of 
the protein matrix of bone, which may be produced in many ways. An excess of S hormone 
accounts for some cases: it produces osteoporosis because it reduces the amount of protein 
tissue in the body. In many instances osteoporosis is a manifestation of aging: this may 
be the explanation for more cases than is realized. The rate of aging of different tissu<s 
varies and for each tissue it may be genetically determined (Loeb, 1942); in some people te 
bones may show an atrophy of old age, while their other tissues remain well preserved. 





4] 














Fic. 1.— 
femoral nec 
sindrome. 
ful arthropl: 
the soft tisst 
compared w 
ton recorde 








Fic, 3.- 
Patient in 
sion of th 


interverte 






Section of Medicine 





~~ © 


od 


Ss 3s O 


o 


rao 


a 


















Fic. 1.—Spontaneous fracture of the Fic. 2.—Acromegalic with shortening of the trunk, a complica- 
1 fmoral neck in a woman with Cushing’s tion of his osteoporosis. 

: sndrome. X-ray taken after an unsuccess- 

filarthroplasty. Note the calcification of 

the soft tissues. This phenomenon may be 

e compared with the excessive callus forma- 

1 tion recorded by Dent and Hodson (1954). 
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S I 3.—The lumbar spine of the Fic. 4.—Kyphosis and shortening of the trunk from 
e Patient in Fig. 2. Note the compres- osteoporosis in a man with myxcedema. 
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It is true that the gonadal hormones can often arrest the progress of an osteoporosis; but 
it cannot as yet be decided whether they do so by replacing something that is lacking in 
the organism. 
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Dr. C. E. Dent: 
Idiopathic Osteoporosis 


The general problem of osteoporosis is full of difficulties, many of which are due to the 
loose use of the word to describe any form of radiological bone rarefaction. The ensuing 
confusion becomes even worse if the word is also used as a synonym for osteomalacia. The 
distinction between osteoporosis and osteomalacia is clear enough to the pathologists, and 
we also owe a great debt to Albright and his collaborators for making a similar cleer 
distinction on the clinical level (Albright and Reifenstein, 1948). I believe we should follow 
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their usage meticulously, especially in view of the great difference in prognosis and treatment 
of the two diseases. Osteoporosis they consider to be a disease of the bone matrix, a 
disorder of protein metabolism. This results in an underproduction and therefore in a 
weakening of bone which is, however, of normal composition. No characteristic bio- 
chemical changes have yet been found in plasma or urine; if there are any one would expect 
them to concern nitrogen or protein metabolism. Osteomalacia, in contrast to this, is a 
defect of calcification demonstrated pathologically by the presence of uncalcified osteoid 
seams. This defect is invariably accompanied by changes in some or all of the plasma 
levels of calcium phosphorus and phosphatase. These chemical changes, being easy to dis- 
cover, are now a recognized part of the diagnostic criteria. Osteomalacia may have further 
biochemical characteristics since it may be the result of more generalized disorders such as 
steatorrheea or renal acidosis themselves presenting as such or readily uncovered by 
investigation. Moreover the radiological findings (e.g. bending of bones, Looser zones) 
may be quite characteristic. Osteoporosis, alas, remains unheralded by any such convenient 
features. It is a very common disease. Because it affects the majority of old people, especially 
women, it may be dignified by the addition of the terms “‘senile” or “post-menopausal” to 
its description. These terms do not help us much and are, in fact, an embarrassment when 
one considers idiopathic osteoporosis, that rare form of the disease which occurs in com- 
paratively young people of either sex, but which is otherwise almost identical with that 
occurring in the older age groups. 

In idiopathic, as in senile, osteoporosis one finds an almost complete absence of any 
clinical signs or symptoms of disease that are not referable directly to the skeletal system. 
Even when the bones are grossly affected the patient may otherwise maintain perfect 
general health. The signs that are indeed found tend to be a combination of a slowly 
developing insidious disease and of its acute complications. The former does not usually 
produce clinical signs for some time but it seems clear from studying the histories of the 
patients and from taking their measurements that the first sign is a loss of height entirely 
localized to the trunk. By the time symptoms are complained of, however, this may amount 
to as much as 4 to 8 in. and it seems odd that it is not noticed sooner. 

It is of value in diagnosis to take measurements, with the patient lying flat, of the distance 
from the crown to the upper level of the pubic symphysis, from here to the bottom of the 
heel, and of the span (finger tip to finger tip). In a fully grown adult the first two are 
approximately equal to each other and equal together to the span. Ina patient who has 
grown normally to adult life and has later lost trunk height these measurements may 
indicate accurately the extent and subsequent course of the disease for the span is now the 
only ascertainable measure of the patient’s original height. The span is therefore likely 
to be much larger than the present height of the patient, indicating a recent loss of height. 
The span, however, will still be about twice the pubis to heel measurement and this much 
more than the crown to pubis, which contains the bones most affected. Such measurements 
in four of our cases are shown below. 


Body Measurements in Idiopathic Osteoporosis 
Male, Female, Female, Female, 
33 yrs. 41 yrs. 29 yrs. 39 yrs. 


Span .. jis ea e 684” 68” 644” 634” 
Crown to pubis ve - a 26?” 274” 30” 
Pubis to heel .. oi _ 354” 34” 33” 32” 
Approx. loss of trunk length.. 6’—84” 7h" 4”-5}" rd 


Chronic backache is the most common complaint. It may occur together with kyphosis 
and protrusion of the sternum and possibly a complaint that the lower ribs are rubbing 
against the iliac crests. As the condition becomes more severe chest complications ensue 
owing to the decreased vital capacity. The acute complications which occur at intervals 
of weeks or years throughout the disease are those due to fractures, usually of the vertebral 
bodies, often, however,—unlike those in the older group of senile cases—of the ribs. 

1€ patient is seized usually without warning, although sometimes he may have minor 
ymptoms for a few days before, with a sudden severe pain in his back or chest which, while 
10wing localized tenderness, usually is referred distally. The pain may completely 
nmobilize him for a few days but generally works off gradually in about three weeks. 
Jne of our patients reports a crunching sensation in her back each time this occurs. 

characteristic of the rib fractures is that they heal with very little callus formation in 
»ntradistinction to the excessive callus formation around rib fracture in Cushing’s syndrome. 
ess often the pains are felt in the hips, thighs and shoulders but never more distally. The 
Pistory is quite characteristic in a long-standing case but of course is exceedingly difficult 
to differentiate from other causes of backache in the early stages. The acute fractures may 


ol 

















576 Proceedings of the Royal Society of Medicine 44 


occur apparently spontaneously but frequently follow known stresses or strains. In one 
case the early history was very similar to that of a prolapsed intervertebral disc. 

Most cases of idiopathic osteoporosis are first diagnosed by the radiologist since the 
changes have to be very gross before a clinical diagnosis is possible. The radiological 
changes, as in senile osteoporosis, are those of a diffuse, generalized rarefaction of the 
spine and sacrum, and in the more severe cases of the ribs and pelvis as well. Only very 
rarely are other bones involved. Because it is so exceedingly difficult to detect slight 
rarefaction it is better to attempt some sort of control X-ray in which the patient’s vertebre 
are X-rayed at the same time and on the same plate, with those of a normal patient of the 
same sex and of approximately the same age and build. As the condition advances there is 
a shape change in the vertebral bodies; at first a decrease in their height, later an apparent 
increase of the intervertebral spaces, with or without the presence of Schmorl’s nodes, until 
finally they may take up a typical “‘cod fish” or biconcave appearance. It is unfortunate that 
the radiological appearance is so non-specific. Identical pictures may be obtained from cases 
of secondary carcinomatosis, multiple myeloma, osteomalacia and so forth. The differential 
diagnosis is therefore mainly that of exclusion of these other diseases. There are no specific 
biochemical findings: in an active phase there is a high output of calcium in the urine, 
which may fall to normal during apparent remissions. Such a finding would help to exclude 
diffuse bone tumours which are much less likely to remit in this way. Advanced idiopathic 
osteoporosis may, I think, have a characteristic radiological appearance and be distinguish- 
able even from advanced osteomalacia, the disease with which it is most likely to be confused 
in practice. In osteomalacia, the biconcavity and flattening of the intervertebral discs is 
exceedingly uniform throughout the spine and the radiological density of the intervertebral 
bodies may be comparatively well maintained, especially in their upper and lower margins. 
The presence of some trabeculation in the medulla may also be detected. In osteoporosis, 
however, of similar severity the changes are less uniformly distributed throughout the 
spine. The upper and lower vertebral body margins may be more irregular, collapse of the 
vertebral bodies may be much more marked in some than in others, and the vertebra may 
seem to have lost entirely their trabecular bone, appearing on the X-ray only as a ghost- 
like shadow of cortical bone (Figs. 1-5). It is as if osteoporosis affects spongy bone much 




















Fic. 1.—Vertebre from a case of Fic. 2.—Vertebre from a case of adult 
osteomalacia. The patient had had a Fanconi syndrome. The patient had a 
uretero-colostomy for fourteen years’and seven-year history of increasing pain and 
had recently presented with pains and disability and had multiple Looser zones. 
multiple Looser zones. The ivertebral The vertebral changes are a little more 
changes are very slight. marked than in Fig. 1. 


more markedly than does osteomalacia. The other essential radiological findings in 
osteoporosis are negative ones. The patient must, of course, not have other signs which 
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Fic. 3. Fic. 4. Fic. 5. 


FiG. 3.—Vertebrz from a case of life-long steatorrhoea. This patient had only recently begun to 
develop symptoms of bone disease though having long suffered from most of the other compli- 
cations of steatorrhoea. She was grossly deformed. Note the marked “cod fish” shape of her 
vertebra, all of which are equally affected. Note also well-marked trabeculations in the medulla. 

Fic. 4.—Vertebre from a patient with idiopathic osteoporosis. Her symptoms are of only 5-year 
duration and are not severe. There is gross “cod fish” shape of the vertebra, some of which, however, 
are more collapsed than others. No trabeculation is visible in the medulla. 

Fic. 5.—Vertebre from a severe case of idiopathic osteoporosis. Symptoms date over 10 years. 
There is marked “cod fish” shape change. The vertebral collapse is very uneven. There appears to 
be no medullary structure visible, the vertebra only showing as a weak outline. This appearance is 
quite different from that in the severe case of osteomalacia as shown in Fig. 3. 


are specific of the other bone diseases. He must not have localized “cysts”, nor sub- 
periosteal erosions, nor pseudo-fractures, nor apparent bending of the long bones, nor a 
characteristic trefoil deformity of the pelvis, nor changes in other tissues such as nephro- 
calcinosis, ectopic calcification, neurofibromata, and so on. It may be of interest here 
quote one patient whose diagnosis puzzled us for a time. He was a man of 28 presenting 
with low backache, loss of height and perfectly healthy in himself and with normal bio- 
chemistry: in other words exactly as our cases of idiopathic osteoporosis. His bone X-rays 
were also quite typical but further examination showed that he had very loose ligaments, 
| had several fractures of his bones and had deep blue sclerotics. There is no doubt that 
© was a case of osteogenesis imperfecta tarda, or, indeed, tardissima. Bearing in mind 
it cases of this condition are often diagnosed without blue sclerotics, &c., it is clear 
that we will often be unable to distinguish patients with this disease from those with 
pathic osteoporosis. Indeed I sometimes wonder if there is any real difference between 
n. The only tangible difference is that, as far as I know, idiopathic osteoporosis is 

er hereditary. 

/reatment.—The treatment of idiopathic osteoporosis has been unsatisfactory in our 
ls. Of 4 cases carefully studied, only one, the only male among them, has responded 
iny treatment. This patient (described briefly by Anderson, 1954), after receiving 
zinally 32 bottles of plasma (25 g. plasma protein per bottle) intravenously, over about 

ree weeks, is now maintained on four-monthly treatments with eight bottles at a time. 

His urine calcium excretion has greatly diminished. It falls further each time he gets more 
sma to rise a little between whiles. He is completely convinced that his symptoms improve 
itly each time he gets plasma, to worsen gradually over the next four months. He is far 

‘ter now than before we gave any plasma. He has ceased to lose height but there is no 

logical improvement (Fig. 5), and this is hardly to be expected as the balance studies 
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suggest that he is in approximate calcium balance, neither gaining nor losing calcium from 
his skeleton. Our other three, female, patients have not responded metabolically or 
symptomatically to the plasma; one of these has had very large quantities indeed. Most of 
these patients have also had at various times male and female sex hormones, calcium and 
vitamin D without any apparent effect. It may be of interest to record that on the first tweive 
occasions these 4 patients had plasma, all had severe febrile reactions. We have been 
unable to explain this apparent coincidence. We have since given aspirin during the 
infusions; this practically prevents the fever, which nevertheless usually shows itself by 
a rise of 1° F. or so. No patient has yet had jaundice in spite of the enormous amount of 
plasma given. Our only precaution now is to ensure that each batch of plasma all comes 
from one or two pools at the most. 


Prognosis.—I do not know the prognosis of the disease. One of our female cases (shown 
in Fig. 4) is fairly well, has stopped losing height and suffers only from occasicnal backache. 
Our male patient (shown in Fig. 5), to whom we continue giving plasma, seems in fair 
condition, and, since his employment was changed from cabinet maker to glass blower, he 
has been able to work full time with only occasional days off. The other two females are 
rapidly going downhill with increasing pain, and decreasing vital capacity. Their days 
seem numbered even if the disease could now be arrested. It is interesting to consider the 
suggestion of Nordin and Roper (1955) that pregnancy may cause a disease identical to 
that which I have described here. Two of our three females have had one child each. One 
dates her first symptoms to the pregnancy and is the patient (Fig. 4) who continues in 
fair clinical condition. The other dates her first symptoms to two years after the pregnancy. 
She and the third patient, who has not been pregnant, are now seriously disabled with the 
disease still active. The natural evolution of the disease is, and has to be, so slow that it 
is difficult to imagine it being entirely due to a temporary cause acting for at most nine 
months. Pregnancy could more reasonably be expected to be only a contributory cause 
although the evidence for this, too, is rather weak. 
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